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FORWARD

The enclosed annual progress reports constitute documen-
tation of the continuing review of approved research by
the WRAMC Institutional Review Board (Clinical Investiga-
tion Committee (CIC) and Human Use Committee (HUC)) which
is required by federal and local regulations.

Requests for annual progress reports are sent to investi-
gators in August, and the reports are due 15 October. When
the annual progress reports are received by Department of
Clinical Investigation (DCI), they are checked for accuracy
by our DCI editorial staff and sent to an institutional
review board member for review. This reviewer may either
recommend approval of the annual progress report, request
additional information from the investigator, or propose
scrutiny of the annual progress report by the entire board.
The process of acquiring additional information from in-
vestigators is time-consuming but usually results in
approval of most annual progress reports, leaving few for
review by the entire committee. All annual progress reports
in the current report have been approved by this committee
process and therefore represent the culmination of the
review process for ongoing research.

The progress reports for FY-82 utilize our adaptation of
the recommended HSC format. Each investigator is specifi-
cally asked whether significant unexpected side effects
have occurred during the study, thereby assuring that the
CIC and HUC will have an opportunity to assess the risks
and safety of human use prior to approving the continuation
of the study for another year.

The compilation of this report and the editorial review of
over 500 annual reports could not have been accomplished
without the perseverance, patience, and proficiency of
Mrs. Ethel Ervin.
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DEPARITMENT OF CLIN-ICAL I';VPSTIGArION

FY-82 saw continued growth of the WRA.C Clinical Investivtation
Program. 1W e added 170 new protocols to the 372 which were
ongoing at the year's start. There were more than 145 publica-
tions resulting from approved Clinical Investigation projects.
The growth in the number of approved protocols reflects the
improved health of the Army Medical Department with both the
number and quality of personnel essential for clinical research
and increased efficiency now present in the review process.
Under policies now in operation at OTSG and HSC, protocols not
involving an investigational drug have potential for having
completed the review process within 30 days. "Expedited review"
of certain low risk protocols has been in place for two years at
WRAMC, potentially permitting approval to be granted within
weeks, and the most recent improvement in the protocol review
process, was the delegation of approval authority from OTSG to
HSC for drug-company sponsored investigational drug protocols,
which has resulted in HSC's approval of most drug company spon-
sored drug protocols within two weeks of receipt. Department of
Clinical Investigation (DCI), WRAMC, has been very fortunate to
have had and continue to have outstanding personnel facilitating
the protocol approval process, Iris Hepburn, and more recently
Kanika Brookins and Judi Fisch.

It must be emphasized that this annual progress report not only
records the progress during FY-82, but documents the process by
which each ongoing protocol is reviewed at least annually, by the
WRAMC Clinical Investigation Committee (CIC) and Human Use Com-
mittee (HUC), our institutional review board (IRB), as required
by DHHS and FDA regulations. This review is necessary to insure
the protection of human subjects involved in WRAMC Clinical
Investigation projects.

The members of the WRAMC CIC and HUC deserve special recognition
for their selfless devotion of time to the review and approval of
other's research protocols. Expedited review, counselling ses-
sions with investigators, and more intensive annual review of
research projects have created additional demands upon their
time. They can be gratified that their efforts have resulted in
a quality of institutional review of research at WRAMC which is
unsurpassed.

During FY-82 progress was realized in multiple areas. The Animal
Research Laboratory, under Fred Coleman, fully supported several
research protocols, including kennelling and microsurgery. A
cooperative agreement for veterinary support of the laboratory
with WRAIR was ratified. The Vietnam Head Injury Study (VHIS)
evaluated approximately 200 more subjects, bringing the total to
about 300. It was rewarding that the health status of many
veterans was improved as a consequence of their participation in
the study. CPT Patricia Young's Biochemistry Lab developed state

I



of the art methodology for apolipoprotein and cholesterol eSter
measurement. MAJ Ollie S. King's computers were purchasted,
making automation of protocol and supply data an attainable
dream. Despite an ever increasing workload, Mr. lick Burton
continued to keep track of budget and supplies unerringly. Kyle
Metaoolic Unit (KMU) continued its tradition of high productivity
in Endocrinology, and the programs in Gastroenterology, Pulmo-
nary, Allergy, Oncology, Audiology, and Infectious Disease
received national recognition.

During FY-82, DCI supported our Army mission and directives by
the Chief of Staff. Several protocols of special military
interest were the Carlisle over 40 screen of patients for
Coronary Artery Disease, which compared several non-invasive
modalities for assessing Coronary Artery Disease, and a study
involving behavioral modification techniques directed at im-
proving fitness in the Carlisle War College population. DCI also
made arrangements to accommodate the Phase II Drug antimalarial
program at WRAMC, which should more optimally protect the invol-
ved volunteers and provide an instructive patient population for
medical residents and Infectious Disease Fellows. DCI staff
members also made individual contributions to readiness. LTC
Boehm attended the Red Flag Exercise, CPT Young earned the Expert
Field Medical Badge, SFC Moody was a key member in the team that
planned and implemented the WRANC field training exercises. DCI

is delighted to have a new Assistant Chief, MAJ (P) Waymar W.
Cheatham, who brings field experience to the assignment, and a
biostatistician, Mrs. Judy Evaul. Due to the availability of
these personnel and LTC Brian G. Schuster, who is on loan from
WRAIR as our other Assistant Chief, DCI can offer outstanding
consultative expertise.

The future of DCI at WRAMC holds challenges and excitements.
There is currently a trend to entrust the protocol review process
to the local institutions, both within the federal government and
the Army, and we at WRAMC must continue to meet that challenge.
The program has grown to the extent that present resources at
WRAMC are no longer sufficient for all our needs and research
aspirations. Flexible approaches for procurement of necessary
personnel will need to be developed, as well as innovative ways
for obtaining sources for funding. At year's end some of the
unresolved issues with potential for enhancing support included:

1) Feasibility of support from drug cdmpanies during parti-
cipation in drug company sponsored studies.

2) Access to grant funding from other federal agencies.

3) Feasibility of obtaining personnel support from outside
to assist in collaborative studies.
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Locally Advanced or Metastatic Gastrtic

Cancer. A Phase III Study. (FY-80 F)
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1579 CALGB #7983, Surgical Adjuvant Systemic 166A

Chemotherapy with 5-Fluorourcil, Adriamycin
and Mitromycin-C Versus Observation only in
Gastric Adneocarcinoma. (FY-80 F)

1581 CALGB #7951, The Management of Stage III 167
and Stage IV Nodular Poorly Differentiated

Lymphocytic Lymphoma. (FY-80 I)

1583 CALGB #8075, Spirogermanium in Patients 168
with Advanced or Recurrent Colorectal

Carcinoma. (FY-80F)
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1679 WRAMC #7907, Use of Methyl CCNU in the 206

Treatment of Melanoma Colon and Gastric
Carcinoma (Group C Drug). (FY-80 F)
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(THc) Plasma Levels and Pharmakinetics.
(FY-8 I)
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therapy of Adenocarcinoma and Undifferentiated
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Prednisone Therapy in Pulmonary
Sarcoidosis. (FY-80 I)
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1705 Determinats of Resistive-Loaded Breathing 247
Response. (FY-80 I )
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1708 Respiratory Control Mechanism in Platal 249
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1710 Relationship between Respiratory Control 251
Medhanisms and Nocturnal Desaturation in
Obese Subjects. (FY-81 I)
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1803 Studies on a Family with Hereditary Myxo- 254
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1905 Local Immune Response to Neisseria 256
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Leishmaniasis. (FY-78 1)
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a Group of Clinically Significant Bacterial
General. (FY-79 I )
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(FY-80 F) SP

1914 The Evaluation of Cefo-anide Versus 263
Cephalothin, Administered by the intervenous
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1917 Prophylactic Antibiotics in 1eurosurgery: 265
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(FY-8I F) SP
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Care. (FY-80 F)

9046 A Descriptive Study of the Role of the 581

Clinical Head Nurse Chief Nurse in U.S.
Army Health Clinics for Army Nurse
Corps Officers. (FY-81 F)

9048 Positive Use of Patient Fall Reports. 582
(FY-81 F) P

9049 Evaluation of a Preoperative and Post 586

Operative Education Program for

Coronary Artery Bypass Patient at WRAMC.
(FY-81 I)
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DEPARTMENT OF NURSING, WRAMC continued PAGE

9050 The Stress of Hospitalization in Middle- 587

Aged and Elderly Patients. (FY-BI 1)

9051 Chloroquine-primaquine Effects on 588

Human Performance of a Choice--reaction
Time Task at Ground Level and at

Altitude. (FY-82 1)

9051B-82 The Current Status of Thumbsucking and 
589

Related Behaviors. (FY-82) F

9053-82 A Survey of the Job Satisfaction 
of Nursing 602

Personnel Assigned to the 5th Floor, WRAMC

during the period I Nov to 15 May 82. (FY-82)F

9055-82 The Degree of Burnout experienced by 604

Intensive Care Nurses. (FY-82) F

9056-82 Registered Nurses Performed and Teaching 
597

of Breast Self Examination.(FY-82 F)

9057-82 A Descriptive Study of Nursing Activities, 605

Behavior and Cognitive Functions of the

Registered Nursing during the Intrao-

perative Phase of Surgery. (FY-82)I P

9058-81 An Identification of the Expressed 607

Needs of Family Members of the Termi-

nally Ill Patient in a Hospital Setting.

(FY-81 F)

DEPARTMENT OF CELLULAR PATHOLOGY, AFIP

9052 Cellular Dynamics of Uterine Epithelium 591

(FY-8 | F)

9052B Application of Epstein-Barr Virus Markers 592

to Diagnosis and Prognosis of Nasopharyngeal

Carcinoma in Occult Tumors of the Nasop-

harynx Area in the U.S.A. (FY-81) I P

9052C Foveomacular Aging ia the Rhesus Monkey 593

(FY-81) I P

PROTOCOLS FROM OTHER MEDDAC FACILITIES

9080 Coronary Artery Disease and Coronary- 608

Prone Behavior. (FY-78 P F)

xxxxvii
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PROTOCOLS FROM OTHER MEDDAC FACILITIES continued PAGE

9082 Prevention, Treatment and Rehabilitation of 609

Kne.! Injury at the U.S. Military Academy.

West Point, NY. (FY-791 )

9087 Intraocular Lens Implantation. (FY-80) 612
(Ophthamlomogy Svc, USA Med Dept

Activity, Ft. Dix, NY) (FY-791)

9088 A Comparison of the Use of Cognitive Therapy 613

and Hynosis in a Group Setting for Treating
Obesity. (USUHS and NNMC) (FY-80 I)

9089 Etiology of Chronic Lymphadenopathy in 614

Children and Abolescents. (FY-80 F )
(Clinical Pediatrics, USUHS)

9090 Modified Immune Serum Globulin in Neoates. 624

(FY-81 I ) (USUHS)

9092 Pharmacokinetic Modeling of Heparin Therapy 625
(FY-82) I

OTHER DEPARTMENTS, WRAIR

9100 Evaluation of Computer Assisted Drug-Drug 626

Interaction Monitoring. (FY-80 F) P

9101 Pilot of WR 149,024 in Shock Patients, IND 627

Number 13518. (FY-81 I)

9102 The Reactogenicity of C6/36 Cell Culture 628

Medium a Potential Vaccine Substrate.

(FY-82) F

VIETNAM READ INJURY STUDY, DCII WRAMC

9200 Anatomical and Functional Sequelae of 631A

Head Injuries Incurred in Vietnam (FY-80) I

9201 Addendum to Vietnam Head Injury Study. 632

Incidence, Location and Functional Signifi-

cance of Clinically Significant Heter-

otopic Ossification in Head Injured Adults. (FY-
81 I)

9202 Poly-ICLC in the Treatment of Chronic 633

Guillain-Barre Syndrome. (FY-82) I

___ 
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9251-82 Quantitation of Apoliprotein and Total 634
Cholesterol in Human Plasma Lipoprotein
by HPLC. (FY-82 I)

FOOD SERVICES DIVISION, WRAMC

9301 Effectiveness of a Computer Assisted 635
Instruction Program for Teaching Sanitation
to Selected Hospital Food Svc Employees.
(FY-81 I)

US DENTAL CLINIC (DENTAC)

9401 Evaluation of Non-Steroidal Anti- 636
Inflammatory Drug for Post-Surgical Dental
Pain. (FY-80 I)

MEDICAL/SURGICAL SOCIAL WORK, SOCIAL WORK SERVICEWRAMC

9500 Patterns of Coping with the Stages of 637
Cancer: The Child Patient and His/Her
Family. (FY-81F)
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UNIT SUM.A3RY SHEET

1. Mission Changes:

a. The Vietnam Head Injury Study was fully staffed and implemented:
278 patients were :valuated during FY-82. Support from the 57th Aeromedial
Evacuation Squadron, Scott AFB, ILL. and the American Red Cross in the
transportation of these patients to and from their homes for the study has
been excellent.

b. Additional laboratory space in the basement of building 7 was
obtained to support expanded requirements of the Animal Procedures, Kyle
Metabilic, and Organ Transplant laboratories. Two additional "Bio-Clean"
containment units were obtained for the Animal Procedures Laboratory which
now boards approximately 50 small animals.

c. The recently completed manpower survey has recognized the increased
need for personnel to support WRAMC sponsored research. Much of this was
documented from the work done by the investigators during their off-duty hours.

2. Personnel Aztions, Current Strength

a. Personnel hired on temporary appointment and term appointment to support
WRAMC research projects.

Alston Stephanie GS 01 0699 Temporary
Anderson Jeffrey GS 09 0644 Temporary
Youm Youngil GS 12 0858 4 yr Term

b. Personnel hired on a 4 year term appointment and paid by Grant funds from
V.S. to support the Vietnam Head Injury Study.

Brown Herbert GS 11
Fair Christine GS 11
Parker Yvonne GS 05
Rohland Anne Marie GS 06
Rosenberg Jennette GS 11
Spencer Elmer GS 08
Spizler Judy GS 09
Vinkenes Mark GS 09
Zirk Deborah GS 09

c. Personnel hired for a 4 year term appointment are paid for by Grant funds
from NIH to support the Hematology-Oncology research studies.

Bailey Carolyn GS 09
Brooks Frances GS 05
Harris Carolyn GS 05

d. Current Manpower

Description Grade Mos Br Actual Name

C, Dept of
Clin Invest 05 61F9C MC I Boehm............................



d. Current Manpower, Con't

Description Grade Mos Br Actuial Name

Asst C, Dept of

Guin Invest 04 61.F9B MC Cheatham

Asst C, Dept of

Cli Invest 05 61F9B MC ISchuster*

Lab Officer
(Admin) 04 68F9D MSC IKing

Biochemist 03 68C00 MSC I Young

Dietitian 03 3420 AMS 1 Carlson

Med Lab NCO E7 92B MED Moody

Med Lab SP E7 92B AIMED I Hayes

Med Lab SP E4 92B AIED 1 MacDonald

Science & Eng E6 011H30 I Shelton

Supv Resch 14 1320 CS 1 Bruton

Chemist

Microbiologist 12 0403 CS 1 Dobek

Microbiologist 12 0403 CS 1 Ciak

Admin Officer 11 0341 CS 1 Burton

Physiologist 11 0413 GS I Lukes

Physiologist

Bio Lab Tech 09 0404 GS 2 Dickson
Butler

Med Tech 09 0644 GS 2 Armstrong
Burgess

Chemist 11 1320 CS 2 Dawson

Rice

Chemist 09 1320 CS 1 Maydonovitch

Med Tech 09 0645 GS I Barnes

Bio Lab Tech 09 0404 CS I Coleman

Med Tech 07 0644 CS 2 Vacant
Brown

*Individual is actually assigned to WRAIR



d. Current Manpower, Con't

Description Grade Mos Br Actual Name

Secy, Steno 07 0318 GS 1 Ervin

Edit Asst 07 1087 GS 1 Vacant

Supply Tech 06 2005 GS I Laster

Clk, DMT 05 0316 GS I McAnnally

Edit Asst 06 1Q87 CS 1 Coleman

Bio Lab Tech 05 0404 GS I Martin

Clerk-Typist 04 0322 GS I Brookins
3. Investigation Program Summary

Number of Active Protocols 417
J

Number of Completed Protocols 125

4. Incentive

The Bailey K. Ashford Award, presented annually to the house staff member at

WRAMC whose research project was voted the most outstanding contribution to clinical

investigation, was given to David J. Perry, MAJ MC, for his research in the area of

head and neck cancer.

5. Funding FY-82

Civilian Personnel $ 723,000
Civilian Personnel (Reimbursable Grants) 198,000

Military Personnel 363,831.41
Travel 27,400.00
Contracts 290,000.00
Supplies 645,000.00
MEDCASE 331,396.97
Total $ 2,578,628.38



29 NOV 32 VT .3.. 1005 F--X

STA.Ifl:.I DATrE: January 1980 DrE - -N,,ovbr 1982

KY .,zs: Primary thrombocytosis; Hydroxyurea
TiTIE CF PP0.=CT: PVSG Protocol-12: "Efficacy trial usir hydrhxyurea (811)

in the treatment of primary thraxlbocytosis."

P~:thC!.. [., STIT.'.S): Daniel B. Kimball, Jr., COL,MC.

ASSeC.(ATe. MVEST ArO.'(s): Staff and Fellows of Hematology/Oncology Service

FAC!L!TY: M-2C I DEPr/S-.c: Denartirunt of Medicine

FY-83 Ri',ECA.: CO mcT CCst: SUPPLY CosT: PATE a- Cci i,- A.-Ro ./A. O

------------------ ---------------------------- - ----------
SmciY OJETCVE: TO study the usefulness of hydroxyurea (HU) as a non-

alkylating chemotherapeutic agent [or th treaturunt of

H'..cI iVt. p.n
No changes were rade in the study design during the past

Pi.05:?:N A:.M;', FY-SZ: At the November 13th meeting of the PVSG this study was
closed to further patient accrual. No new data will be forthcoming until
the minutes of that meetinV are published. No WRAMC patients were entered.

1413z' OF SJ33'1CTS SUOig.:

FY-82: N ToTAL. (TO C AT): N BEFOR - CC,.LEIO: o. S ON:

SRP.WJ/1kr=YECEO Sm.= EFFECTS Ill SU3J-CTS rATIcrPrlr,3 in PJ c( 1 : SO STArE):

NONE

CO:MC
'
US lONS:"" a Hydroxyurea (HU) appears to be a useful agent in the prompt and

continuous control of high platelet counts in primary thrarbo-octosis without
3lcnificant toxicity. LeukEogenic potential reains unknown ard will require
continued followup of the patients now on study. Based on other data the
leukencgenic potential for this drug is felt to be less than that of available
akylt-inc3 acints cPd t-o r-ntrol this disease.
PusICAoM:S wR AssrAcTs. FY-S2:

NONE

1
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DATE:15 Dec 82IO UNI T N3.: 1007 STTS:'" INTERI, X F ,i

STARTI:.G DATE: 1 Nov 80 DATE OF COM-LETIOI: 1 Nov 83 (estimated)

KEY JobS: Subunit combination, hormone action, human chorionic gonadotropin

TITLE CF PRO.CT: The Role of Carbohydrate Moieties in the Combining Properties

of the Subunits of Human Chorionic Gonadotropin

MAJ Henry G. Fein, LTC Robert Smallridge,

PRI:CIPAL IrESTIC.ATOR(S): COT. Ri-har r-P nimlnri

ASSOCATE INVESTIGATO(S):

FACILITY: M, C DEPT/SVC: Dept of Medicine/General Medicine Svc

AcCQLuLAT vE fMEDCS& COST: PCCUI'AAT IVE CO:;TRACT COST' CU1LTisSPL ar
7920 200 I- 26;572

FY-83 iiDCA,: CONTRACT COST: SUPPLY COST: DATE OF C 'IurrEE /APPROvAL OF
&20G 0 Q9 I hNUAL PPoSRsS REPORT EF 2.C, 1982

STUOV 03J.CTIE: To determine if the carbohydrate portions of the hCG molecule
determine the ability of the subunits to combine to form the biologically active
hormone.

ZcTm.ci APPRo.-rH: During FY82 we made further significant strides in studying the
role of carbo-hydrate in the two systems we have been studying:

1. In association wit' Drs. Lawrence Cole and Robert Hussa at the Medical College

PRO GSS DuRM:G FY-82: (cont.)

1. We demonstrated that DoT and CasKli cells do, in fact, produce hCG beta

mnPrit1q that retain bioloeical activity, in the sense that they are able to
PRWI.SR OF SUJECTS STUDIED:

FY-82: 0 TOTAL (To DATE): 0 BEFORE CO.-, ETIO, OF STurY: None

SERIOUS/UNI-XPECTED S-DE EFFECTS IN SU3JECTS PAURTICIPATI:G If PROJECT(IF 11O E SO STATE): None

CONCLUS IONS:

See PROGRESS DURING FY-82

PUBLICATIONS OR ABSTRACTS, FY-82:

None.

2



WORK UNIT NO.: 1007

TECHNICAL APPROACH:

of Wisconsin, we have continued to examine the combining properties of
various forms of affinity-purified hCG beta produced ectopically by
the DoT and CasKi lines of human cervical carcinoma cells. We have
examined the hCG so produced by specific radioimmunoassay and a rat
testis radioreceptor assay.

2. We have continued our studies of the combining properties of standard
hCG subunits before and after treatment with mixed exoglycosidases which
putitively removed greater than 80% of the carbohydrate from these
glycoproteins. We have extended these studies and have done multiple
control experiments to try to rule out the presence of contaminating
species that might inhibit combination.

PROGRESS DURING FY-82:

combine with standard hCG alpha to produce hCG molecules that are active
in both radioimmunoassay and radioreceptor assay systems. Shortly before
we were to publish these results, Hussa and co-workers demonstrated a
rather remarkable finding. Further purification by ion exchange and
affinity chromatography demonstrates that eccopic hCG-beta can be
distinguished into two forms. One was indistinguishable from standard
hCG-beta while the other, although larger on gel chromatography, lacked
the characteristic COOH-terminal peptide (CTP). This was shown by the
failure of antisera specific for determinance on the CTP to recognize
this molecule and by the apparent absence of the O-linked oligosaccharides
and thermolysin cleavage site normally found in this region. (Cole,
Birken, Sutphen, Hussa and Pattillo: Endocrinology 110: 2198-2200, 1982)
We, therefore, have begun the large scale production by these cells of
ectopic hCG beta in hopes to purify large (200-300 ug) amounts of each form
of hCG-beta to study both the combining properties as well as the chemistry
of these forms. Furthermore, once the cells are harvested, they will be
sent to Dr. Irving Boime (Washington University, St. Louis) for eventual
studies of the genome of these cells.

2. Although we have been able to demonstrate that deglycosylation of the hCG
subunits greatly inhibits the ability of the subunits to combine with the
opposite fully glycosylated subunit using two entirely different sets of
exoglycosidases, we have had difficulty demonstrating that control experi-
ments (in which the hCG subunits were similarly handled but were not
deglycosylated ) did not result in similar inhibition of combination.

-- 1



DATE: 15 Dec 8 V'-* tM'fT N-O.: 1008 STUS" r'i'.m X F; '

STARr ri DATE: 1 NovS0 DATE OF CaPtETIO:i: 1 Nov 83 (estimated)

KEY U':POS: Thyroid hormone action, Nuclear receptors, Fibroblasts

TITLE CF PPW.--CT: Mechanisms of Thyroid Hormone Resistance

MAJ Henry Fein, LTC Robert C. Smallridge, COL Richard C. Dimond

PR~waC[AL hwr-ST[GATORCS):

ASSOCtATe TnEsrCATo(s):

FACILITY: RAME DEPT/SC: Dept of Medicine/General Medidine Service
---- --------- ----------- 

----------

kcwaiL..TivE iflMAE Cost: Ar-u~AT IVE CO TPACT COST: CW-.:ULAT[VE i;?PLY CosjT:-
7920 0 31,910

FY-83 f -SE: COITRACT COST: SJ*ILY COST: DATE OF CC"I.TTEC kPROVAL OF
0 0 10,000 hNum PpR0sss REPor EB _21_82_

STUY 3,Erm=VE: To determine the specific abnormalities asso-c-iate '-tE-hyroid
hormone resistance in patients with inappropriate secretion of thyrotropin (TSH)

rEo4iC0 . ?PROA1: During FY-82 we completed studies of nuclear thyroid hormone
receptors and fibroblasts taken from the skin of normal patients and patients with
thyroid hormone resistance. We also conducted extensive studies of thyroid hormone

P!0 35 &.RING FY-82:

We demonstrated that there are no significant abnormalities in nuclear receptor
number or affinity when whole cells are studied for triiodothyronine binding, (cont.)

lkh-a~ OF SB.jacts STUD lED:

FY-82: 3 TOTAL. (TO DATE): 3 BEFoiE CCI..PETIM-4 WF Sr'jy: 10

SepIOUSAUtIEXPECTEa SIDE EFFECTS ini SjBJECTS PARTICIPA-II:G Ift PR.J--CT(IF I'tY:E SO STATE):
None. (Fibroblasts were .harvested from a number of "otherwise discarded foreskin

SEE PROGRESS DURING FY-82.

FPushCATIS olt AssTRAcTs. FY-82:
Publication:
Eil, C, Fein HG, Smith TJ, et al, Nuclear binding of 1251 triiodothyronine in
dispersed cultured skin fibroblasts from patients with resistance to thyroid

-hormone. J Clin Endocrinol Metab 1982; 55: 502-510.

Publications and Abstracts FY-82 Worked on in Collaberative Study Performed at.
Kimbrough Army Hospital, Ft. Meade, MD, under an HSC-Approved Clinical Investigation
Protocol:
Fitz JD, Sperling EM, Fein HG, Long-term treatment of obese diabetics with semi-
starvation diet. Slide presentation at the 3rd Annual Meeting of the Society
of Military Endocrinologists, San Framisco, CA, June, 1982.4



WORK UNIT NO.: 1008

TECHNICAL APPROACH:

action in cultured fibroblasts from normal patients exposed to normal and
reduced concentrations of thyroid hormone in the medium.

PROGRESS DURING FY-82:

comparing normals to patients with thyroid hormone resistance. In studies of
specific binding of radio-labeled thyroxine to nuclear receptors, we determined
that that this species was most likely triiodothyronine converted intra-
cellularly and not direct binding of thyroxine. We attemted to demonstrate
specific abnormalities of glucose utilization, lactate formation, 2-deoxyglucose
uptake and uridin incorporation into whole cells and cell protein in fibro-
blasts obtained from normal subjects exposed to normal and to reduced levels
of thyroid hormone. In three sets of experiments in our laboratory and another
set of experiments con. ,ted at the National Naval Medical Center by
Dr. Judy Fradkin, we were unable to demonstrate any decrease in metabolic
function in cells grown in thyroid hormone depleted medium. We are, therefore,
embarking on two other lines of investigation. First, we will study a membrane
phenomenon, the presence of beta adrenergic receptors (both number and affinity
by Schatchard analysis) and Malic enzyme activity in fibroblasts grown in
medium containing excess and deficient amounts of thyroid hormone.

5I
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DATE: 1 /19 / 83 I Ia- 'JUT 110.: 1009 FSTATUSi* ITE;I1!i) F I: L X

STA.TI:.U. DATE: 5 February 1982 DATE 0'- CQU.t.ETI Oil: 31 December 1982

KEy oIbwS: Urinary Tract Infection. Role of ultrasound & CT Scanning

TITLE CF PWoJECT:
SEVERE URINARY TRACT INFECTION. THE ROLE OF I

ULTRASOUND AND COMPUTERIZED TOMOGRAPHY.

PRNIA IMIr:STIGATCr~s): Carl June

AsSOcwAI IMIvSTICATOnCS): Leonard M. Chedchic

FY -3 n PEDC A K CN ACOST: SU EL CO NTTCST: DATE;-LA OF Cczm UPP L Y O ST
-- - - - - - - - - - ---- 

- - - - - - - - - - - - - - - - - - - - - - - - - - -

STUY 3J~rrE:Define role of CT and ultrasound in management of

urinary tract infection.

7Ecmivz. kPona:
Ultrasound and cat scan performed on patients admitted

with severe urinary tract infection.

Ppow;Q:ss Dxittr. FY-82:. -
only two patients fit criteria and were entered

In the study from WRAMC.

PUIXSER OF S'J3JECTS STUDIED):

FY-82: 2TOTAL (To DATE):2  31a kF~EC~Ei~ ~S~y

SEP.IOJSUSi-I*EcTEo SIDE EiFEcTS Irn SUJjcTS PXARTICIPA.T1(C, III PR0,rZ-T(I, OIF E SO STATE):

NONE

COa.CLuS1OIJS These two patients will be added to the pool of subjects

at Bethesda. Findings are now being processed.

Pu8LIcATim~s alt ABSTRACTS. FY-82:
NONE



DATE: I Dec 82 IbW LflVT NO.: 1010 Su IffrTE,,I. X Fi: .t.

STRri4 DWTE: 1 Aug 82 DATE OF CO';-tZTO:I: 30 July 85 (estimated)

_EY .VS: Thyroiditis, goiter, hypothyroidism, HLA typing

TITLE CF PeOJ:CT: Longitudinal Studies of Postpartum Lymphocytic Thyroiditis

PRIn:ctL 1.vrstoATOR S): Henry G. Fein. Mj MC and Thomas A. Klein COL MC

ASSOctATE |t:%sTrGAToR(s): Kristen Raines CPT MC

FAcILITY: .'fl DEpT/S,: Dept. of Medicine/General Medicine Svc;

AccirXAL-AyT I CosT: ACcU.AATI Coa TRC LOSTC AcC, .:'EjTVs SUPPLY COST:
0 0 " 0

FY-83 ixiASE: COnACT COST: Supq. Cosr: DATE oF CC.-mTT ' ApovAL O,
0 $500 k4uA4. PPO -ss P e.r --i 2gI

------------------------- ------

STUOY 23JECTIVE: To determine the incidents of postpartum'lymphocytic thyroiditis
in an unselected population and to determine appropriate means for screening for

OCt.C .P During fiscal year 1982 we began this study in 2 different ways:
(1) we have begun to enroll obstetric patients, who have delivered here at WRAMC,
fn- A p prrAn it-indy tn detp-rine the incidence and severity of lymphocytic

Ppso .ss D'.wn FY-82: thyroiditis in an unselected population. (continued on page 2)
Preliminary steps were instituted to begin these studies as delineated under
Tpc-hnin'a1 ,Apnroch.- and the first oatignts were enrolled.
HIJP-381 OF SUJ3jZCTS SruoIEo:

FY-82: 6 TOTAL (TO 'ATm): 6 BSFOPE CcO LErTo:4 OF Sr-y: 250

SeP.iOUSAke!XPECTED Sr.E EFECTS lI SU3JECTS PNRTICIPATIf Itl PRIJECT(I I, S STAT):

None.

See .Progress During Fiscal Year 1982.

PusucAT OS mi ASTRACTS. FY-82:

None.

7
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Technical Approach (cont) (2) In association with Dr. T. Nikolai of the
Marshfield Clinic, Marshfield, Wisconsin, and Dr. C. Johnson of the
Lombardi Cancer Research Center, Georgetown University Medical Center,
we have begun HLA typing to determine the gene frequencies present in
patients with postpartum lymphocytic thyroiditis, spontaneously resolving
thyroiditis not associated with pregnancy and a control population with
classical Hashimoto's disease.



DATE 1Sep t82 r (b.: 1011 Sircitro F,::A?-
STARTI::1 DATE: 1 Aug 82 DATE OF CUI,,LETIO:A: 30 July 83

KEY i9.0S: Polymyositis. Therapeutic Exercise, Muscle nzyms.
TITLE CF PRoJacr: Effect of Therapeutic Exercise on Muscle Enzymes in

Patients with Polymyositis

PRI:CML %Vr ,I. AT R'S): Peter.R. Levine, M.D., MAJ. MC USA

Assccr AT 1hl ESTIGATOR(S)" Michele Wineland- R.N__ M-.S.N. Noreen Rossi. M.P.T. ,CPT AMSC

FAcI[TY: V.42 DEPT/S;C: Mi* MeA;n- Pimm tnlogy USA

Accumut_vE ECAS.- COST: ACCUt.0ttTIVE CCNTRACr COST: CUMULAT IVz SUPPLY C.I oi

FY-83 Fic,! : COJTP cT COST: SUPPLY COST: DATE OF CC:-',t1tTE. kPROVAL OF
-0- -0- -0- N4N P,:oREss RrPC.tT

- ---------------------- --- ----- - -------------------- -

STUOY 03JECTIVE: To assess the effect of a single exercise session on muscle enzyme
levels in patients with polymyositis.

.Ct.CH,_I.AL k9PROACH: Recovering, ambulatory patients perform a mild, isometric exercise
session under supervision. Pre-exercise, 4-hour and 24-hour post-exercise CPK
and aldolase levels are measured. Protocol repeated with a mild calisthenic exercise

PR,4-:..s Dn , FY-82: session at least one week later.
Three patients have completed the protocol. Two others

are scheduled to participate in the next several weeks.

RLPISE OF SuJ34-CTS STuijiD:
FY-82: 3 TOTAL (TO OAT-): 3 BEFORE Ca,%rEfo,, OF STUmy: 20

SEPIouS/UN-XECTEo S-F. EFFECTS Ir SU3J-C-S PA2TICIPATIG Irl PiRJ-CT(IF 0.=:, SO STATE):

None

C O'CLUS(OCHS: Insufficient number of patients studied to make conclusions.

PUJLICATIO"S 0i ASSTRACTs. FY-V2:

None

9



DATE; 7 Oct 82 Wow UN.T No. 1121 :

STARTI:. DATE: Extended 2/79 DATE OF CU* LETION: ex pected 2/84

KEY 1bp.splasmapheresis, glomerulonephritis, cytotoxic agents
TITLE CF PRocT:Combined prednisone and cytoxan therapy coupled with plasma-exchange

in the treatment of anti-glomerular basement membrane antibody mediated renal disease

PRI:CEAL .'ESTIjcATOR(S)4ohn P. Johnson, NiD, LTC, MC Jack Moore, Jr. MD, MAJ, MC

ASSOCIATE IN;VESTIGATOR(S): NONE

FACILITY: M6C I DEPT/Svc: Medicine/ Nephrology

AkcuIUATivz E CAS COST:--- FAcei.iuAT IVE CONTrRACT COST. ACCUM~ULAT f VE SUPPLY COST:
0 0 0

FY-83 1EPASE: CONTPCT COST: S-UJP.Y COST: DATE OF Cc..1ITEE I PRO'L..0F,
I h4NUL PRoGREss REPORT rLi 5 " ba1

. .T-E-file-101-P fetR~lTe--rid-L-ytlox--h -at- combi nation
with'nge on the rate of disappearance of circulating anti-GBM antibodies
and the effect of this on modifying disease course.

TE MCAL APROACHPatients with confirmed anti-GBM ab mediated renal aisease will be
randomized to K. with either pred/cytoxan alone or in combination with plasma exchange
Disappearance rates of ab will be calculated and compared along with clinical outcome

PROG;SS PJO _..- :A total of 1I patients nave been entered in the sLudy, two of which
were'enfer FT R . Analysis of the data at this point suggests a more rapid dis-
appearance of ab in the plasma exchange group, with a more favorable clinical outcome

fu'4ER OF SUBJECTS STUDIED:

FY-82: 2 TOTAL (TO DATE): 17 BEFORE COMPLETION O.- STU..y: 30

SERIOUSAkIEXPECTED SIDE EFFECTS IN S3J-CTS PARTICIP-TII-G Irl PR jzCT(IF IOE So STATE):

no serious or unexpected side effects have occurred so far

Co;-c.usos:More patients are required in each treatment group before mreaingful con-
clusions'can be drawn statistically. Analysis of the data at this point suggests that
a more favorable clinical outcome is achieved via the use of plasma exchange, and that
ab disappeaance rates are more rapid with plasma exchange. We continue to collaborate
with the NIH and with FAMC, and intend to have other Army MedCens collaborate to increase
the patient population..

PUBLICATIS O ABSTRACTS. FY-82:An abstract delineating our results has been submitted

and selected for presentation at the 14th Annula Meeting of the American Society of
Nephrology, December, 1982, in Chicago, I. A copy of this abstract is attached.

* 0



DATE: 14 Sep 8A I UNT No.: 1124 STATUS:' INTERIM Fi;.t. X

STATI:. DATE: December 1977 DATE OF COMPLETION: September 1982

KEY I;op.s: Chronic Renal Failure, Hyperuricemia, Rate of Proqression
TITLE cF PROJE.CT: "The Effect of Hyperuricemia on Chronic Renal Failure"

PRP:C!?AL IWIESTIGATOR(S): Daniel A. Nash, Jr., MD, COL, MC

ASSCcrATE I!VESTGATOa(s): None

FAcLI-Y-- V2- I DEPT/Svc: Department of Medicine/Nephrology Service

ACCuIXJATiVE FBASE COST: AccUIVuLATVE CC::TRACT COST: ACCtumzLATivE SUPPLY COST:

FY-83 EaUAE: CONTRACT COST: SUPPLY COST: DATE OF CC"17'1IrrEE APPROV',A 98
I_NNUa. PRO's-REss REPORT JE% 2 5 1982

- --------- -------- -------- -----------------
STUOY 03JECTiVE: To determine if hyperuricemia occurring in patients with chronic
renal failure from other causes is a deleterious factor in the progression of
their renal failr .h - A;' poAcIH: Patients with progressive chronic renal failure and significant
hyperuricemia will be prospectively followed until they enter hemodialysis or kidneyanqnE!antation Thavc rill.e r~ ~ z (.it.g ouns whose h ieguricml ,isj untrfatea.1 o h. r , o u e ron beween
PROGRES uUlG- 2: the two groups, and before and after entering the study.

Protocol remained inactive during FY 82

lUi ER OF SU3JECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 4 BEFORE COcO.ETION OF STUDY: 20

SERIOUS/UnJXPECTED SIDE EFFECTS IN SUJECTS PARTICIPATING Itl PROJECT( IF r.:oNE SO STATE):

NONE
Ca'-uszons: Protocol will not be continued because of limited availability of

suitable patients, and no support personnel to assist with patient location and
longitudinal follow-up. Further, I foresee no probability of altering either of
these limiting factors. Therefore, no conclusions could be drawn from data obtained.

PUSLICATIONS O, AsSTRACTS, FY-82: NONE
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DATE:15 Nov 82 LU$ UHIT 11o.: 1127 STATUS: [IhT PJhI FI:wL x

STA.T:. DATE: June 19Z9 DATE OF COYG ITI0:I: 15 Novpmber 1982 _

.. ,.DS: Borderline Hypertension, Prospective Follow-up

TITLE CF PP&LECT: "Characterization and Response to Therapy in Mild Essential

Hypertension"

Daniel A. Nash, Jr., MD, COL, MC
kIlIt:CEP. hCSTIOATCR'S): Joyce Patrick, RN, CPT, ANC

ASSOCAT. I.STOATon(S): Betty Watkins. RN. MAJ ANC

__________TY ____UWE_ DEP/Sc: Medicine /Nephrology/Nursin& Service

'A.atV FJCASZ- COST: [ UCUI2LATIVa C-4TRCT Cosr: Ac.&''.ujtv. SUPPLY CosT.

FY-83 PEMCA: CowmMcR COST: S"PIY COST: DATE CC.,I.rErEE k"PPRO.A. OF
--A Piut=,. PRo2TEs 2E O. R 13

S5O 1jj,,,=. To systemically follow-up patients with borderline hypertension prospec-
-r -O'w'iv" tively, to evaluate their natural history. To determine if certain

nrocedures whic ale available to the prait oner. (i.e. EC, Echocardioram. Isometric Stress
Resoonse Plasma enin) may De used to predict outome. and to determne e Impactor weignt reduc
duction andSWr prx pion regimens .

or w ..

l ,-.J Patients with borderline hypertension will recieve a complete medical
evaluation t?,inc uje renin activyy EgG Ec ocirdio qm._ BI? pretsur resRse o ositionva
changes and isome ricexercise witl .6 oeterm ned. atients wi De treae w wel h reduction
diet and sodium restriction as would be standrd aractice. ee with factors will 5e considered
for their r .equency and FREE o 1veopmen or ZixeUI ypert Lu[,.

rr-. '" .l"w tt, e o ents with bordrline hvnertension have been entere
into the study and followed for aT aIas montns. Because - invest1~ators Wll not be able
to iontinue the study, no further eatries into the protocol will be accented. The data will be
anaiyzed dur'ing the 

9
~p 1 i. ,~ e nid-up through other source

WealA DF SJ.CTS SviW.:

FY-SZ: 6 ToTAL (TO DAm): 23 BEFOPs- Caen'LET10.1 oF S,. y: 23

SPRIoUS/N=kXPECTEO Sito- EFFECTS in Suj3JCTS PATICIPATI'G It[ PROJ-CT( IF h-anj SO STATS): None

COC, -U$w 0w : Data will be analyzed to determine if correlation can be obtained from the
small number of patients entered into the study witti respeut co the importance of
dietary salt weight reduction, plasma renin activity, orthostatic posturing isometric
exercise.blood pressure response, ETC. On the incidence of development of hixed hyper-
tension in patients initially diagnosed as having borderline hypertension. It is
probable that limited conclusions can be drawn as a consequence of the small number of
entries into the study.

'usLIcaTms ox AssT s*. Y-8: None at the present time any that evolve in the future
will be made known to the Clinical Investigation Service for the purpose of ammending
this final report.
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DATE _:1 1 Nov 82 1 C'T io.: 1 128 S~a.~us: !uTE3W4 X F :i.L
SuTxrg:.-- DATe: June 1979 DATE CF COYFLETI: Undetermined

KEY :S End-;tate Renal Disease. Rehabilitation. Activity Mognitoring
TiTLE CF PPoZCT: "Evaluation of the Rehabilitation of End-stage Kidney Disease

by Hemodialysi's and Kidney Transplantation Using Activity
Recording"

PR-jr:C(pAL IJv.,-TaATcRI~s): Gregory Belenky, MID

ASSOCtATE fI!-EsTTmAToR(s): Jimmfly Light, M~D,

FAcILI TY: WIARN~ncvh t DET/SI'C: Psoharvf0r an Transplantation

Truy 13ECTE:Tomonitor atvt ir

.)IUUY ~prior to and. after being treated by several rehabilitation
modes.

cw.;v&Ao?ol: A movement monitor (actigr aph) will be place on patients
~~fle ~be compard

~ riim the_@rpy- Thpijff,-r~npe in activit wilb

Thirdenertion c 4.raph haa been developed with im rve sensitvcc tand re roaunc- abi1yf n ecmure erorain ua ben Iop±t~d forre esen ion an8 i ero ton ~ a ta. AdltonaL ~u~cs ve ben s oe.
fklt OF SUJjCTs STUDIED:

FY-82: ~4 TOTAL (To DATE-): 7 BEFORE C--.LE~i.', OF STri:y: 20-40

S-ep.ousAkISXp!cTEa SW-E EFFEcrs IN SM3JCTS PRICIPATIG rH PioJECT( IF I.3T SO STATE). None

COXCLUEsONS: None

PuuBCwrons oa ABSTwATS- FY-82: None
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DA~a: 7 Nov 82 UNIT o.: 1129 S ,t,-si , ITEi . Fi:XXXXXX
SrAri. ; AW: November 1979 DATE OF Ca LCtE : 7 November 1982

KuY lORD:hritat. dl al It*A . hirarhnnato di Allatp
THUz CF Fki.a: "Coparision of the Cardiopulmaonary Variables of Patients
Dialyzed Against Acetate or"Bicarboante Buffer

PRvrCIPxL wETreaTo(s5):Suzanne.Beraman, MD. MAJ. MC Jack Moore, Jr. MD, MAJ, MC
AssocTE Im asrwAO(s): NONE

FAc iY: MC Dpr/S%,cedicine/ Nephrology
kOA TIVEr MECrS Cossr: C.Act Ye CmmmRAT Cow: AccsuapATivs SUPPLy Coir

(30 .0
FY-43 I.CAS: Comw=AT CosT: SupfLY CosT: I PAT OF-C trE IPe_ o', Or

o 0 ke.U. PRomRsss REPOaRT E-2

STuo 03JEcrIvE:To determine if there is a difference between cardiopulmonary variables
in patients dialyzed against acetate vs. bicarbonate .buffers

1 oImh;f.LPaoI: Hemodynamic monitoring during dialysis, sequential dialysis
using the afprmentloned buffers

Pnomiqss ~ARm. FY-82:
NONE

A - S'j.acCTs StUIw:
NONE 6. 6FY.2: TOTra. (TO DATE): BsEFO*E C.vLETrt.1 OF S',Dy:

SERIS-kOsUrEcTEo SF05F EFFECTS n SuLcis PAATICIP:,rIn.,G It PJ-CT(IF I:3Y-E SO STAT):
NONE

Request that this protocol be deactivated. We have no nursing support
to complete the protocol as it requires a full time hemodialysis nurse. The PI has left the
US Army, and there appears to be no reasonable possibility to obtain the technical support
necessary to reactivate this protocol.

Pu Lu rms at AssTmArs. FY-82:
NONE

1I
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DATE: 7- Nov 821h;. I3Nr-T 00.: 1130 A mrs.: (uirz;-J1 X :I.
STRTrIW DATE: 08 April 1980 DATE OF C.Ufrli-EI: April1 1984

Key IL,,s: Nephrotoxicity, Radiocontrast Agents, Uric Acid
TITLE CF PiPOJECT: "THE ROLE OF HYPERURICOSURIA IN THE NEPHROTOXICITY OF

RADIOCONTRAST AGENTS"

Painrci.. I vesrtr-a~rRfs): JACK MOORE, JR. , MD, MAJ, MC
ASSOCwAE LWVESTIGATOR(S): ----

FAcILITY: MJWC DEPT/Syc: Dept. of Medici ne/Nephrol ogy Service

Sruov~------ ----------: Todtrmn-f h

~~na1n fucto arecoduced

ARC~ [canI be82 ateute4yptents werp stuied douin exYas82n

inrenal ucomae in the 3teamn gous

RpU5raT-ovs .~a3tir CT. FY-82 4Ptet eesuiddrn Y8

in~lnia rnlotoeith3treea rch302:ps.,192
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DATE.i 9 Nov 82 i D'tH;T GO.: 1131 _jSTUS: LtTz.1jN F:mJ. X

STA.RTI:. DATE: November 1979 DATE O CO-iETI:i: November 1982

K.EY-Ps: Coumadin Therapy? hematuria. Urine Urokinase Activity
Tau CF PWOJZCT:

"Hematuria During Antiocoagualation Therapy With Coumadin"

fiAr.cIAIV. 1ST(GATCIS): Daniel.A. Nash, Jr., MD, COL, MC, Chief, Nephrology Svc.

ASSectATE |fTEsTrGATo(s):

FAc-TL-Y: "----DEP"/Svc: Department of Medicine/Nephrolbgy Svc.

A.AT1V ~If CosT: CU..Ttva CO,-RCT CosT: ACC' ',J..Tvv SJPLy COST:

FY-3 fMMKS: Commcr CosT: SuPLY COST: DATE OF CC'a.'Ir EiPPROVAL Or-
__________JA PROS.qESS PEPGRr T l25i~

SoY OV03EaCrlvE: To determine the incidence of microscopic" hematuria in patients on
standard Coumadin therapy. To determine etiology of hematuria when it occurs in
such patients. To determine if urine urokihase is abnormal in such patients.

jvCH".C&Appao: . Patients recieving Coumadin for standrad indications and standard
" .dosa1es will e screened fo the oresence of microscopic hematuia.Those determined to nave nema uria on re eaI examination anS in tne a sence o Coumadi:over-anticoagulation will be-further evaluated for causes of hematuria. Futhermore,'rne -'-roin-a_ iotivity ,i1l be determi"*" o sa if' thi ,1 ii nry antiocoagulant is

PRo .=.$$ .ItR FY-82: abnormal in such patients.
No additional patients were added to the protocol during FY-82. Efforts were made to
establish meanul urine urokase actity gever ffort to o
rpa eon-,--- a'l l qssa were SA@D pOlnnl. Ins aspect ot tne protocol was (is-

' % j r er attempts were m-de to ootain Me -at this time

FY-82: 0 TOTAL (To DATE): 66 Bs.FOPE CC-t..ETl O(: STu:y:Discontinued

SEPIOUSJ.I-YPECTED SWDE EFFECTS ill S3-CTs PATICIPrinG It, PR.JECT(IF P'"- SO STATS): None

250312M: Observations would suggest that patients on standard dose Coumadin may
have an incidence of hematuria as figh as 10% in the absence of any pathological
find1ns standard urological work-up. Because of the low number of patients
evaluated 4 t is possible that our findings will not obtain a high degree of signifi-cance. Information with respect to this significance of urinary uro inase cou id not
be determined.

PusucATWis ox Assracs. FY-V2: None. If any information is determined for the publi-
cation after final analysis of all data generated, this will be submitted to Clinical
Investigation Program for ammendment of this final progress report.

16



D.Ta:' 6 Nov 82 |IbW OlT NO.: 1132 __ ST"Tus: qjTi:I Fg;w&..

STA. qrI: DATE: July 1980 DATE oF C .LETl('iO: Undetermined

KEY lbvS: IgA Nephropathy: A Perspective Study

TITLEcF M-cT: Ig A Nephropathy: A Prospective Evaluation

PiRtrCPAi . STh&IAGT OSR): Steven F. Gouge, MD, CPT, MC, Fellow in Nephrology

ASSOCtATE IflESTrGATOm(S): Jack Moore, Jr., MD, MAJ, MC, Asst., Chief Nephrology

FACILITY: LqC DEPTAiS;C: D tmpnt nr M inelNeghrology Service

* FY-83 PCASE: CowreAct CosT: Su&Y Cosm DAr- az CcmmrmAwm 0F
_ _ _ _ _I t PRSS Vr 2

STujo OJEmcr vE: To determine pathologic and clinical criteria r 6r the diagnosis of IgA

Nephropathy, the prognosis of jatients with the diagnosis and their
suitability for military service, the extent or evaluation and the degree of follow-up

Ru'ic,. A c. Patients witha biopsy proven diagnosis of IgA Nephropathy will be en-
rolled in the study. They will have baseline evaluations of their 24 hr. urine, CBC,
sed rate, HLA typing, IgA coated, Lympocytes, serum IgA levels, and skin biopsy.

-ip will h Pvg 4ig 1.n 1"n h A, ;)4 hri-. uring serum creatine, serological'
_a qopete istory an pyscal. "" .-- " . " hree new patients enrolled into the study.

tmwis OF SUgECTS SToUIE:

FY-82: 3 IOTAL (To DATE): 16 BEFORE CO-1LETO.4 OF STu-.: 40

SEP.IOUsAkeXECTED SIDe EFFECTS 114 S-JECTS PATICIPATIG In PROJ-CT(IF mine SO STATE): None

CO.aLU310tI1: No conclusions can be reached as of yet, dut the small number
.and the short follow-up time. P eliminary analysis of data is
planned when data processing money becomes available.

muaLIcATIsIS o.a ABSTRAcTs. FY--: None

17
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DATE: 16 Nov 821 i V:j Dlrt (40. : 1 133 __j '-U" l .T.'1.'l X F 1::;

STARTI:.J DATE: July 1980 DATE oF Cc, J Tie'l: Undetermined

Kg I ,.WS: Hematuria, Urokinase, Lysed Red Blood Cell Culture, HLA typing, Skin Biopsy

TILn.E CF P .c'"T: Primary Renal Hematuria: A Prospective Study

NiniPRC .havMSTIGATORS: Steven. F. Gouge, MD, CPT, MC, Fellow Nephrology Service

-ASSOCIATE 1P.eESTfGAIOa(S): Jack Moore. Jr., MD. MAJ. MC, Asst., Chief Nephrology Service

FACILITY: WEl C DErT/SC:Department of Medicine, Nephrology Service
S---------------- ---------P4A(:0 IP,,TIVE  rU ,C ST oL smT{' CONTACT COST: ACC",...ATVEr SuPPL.Y Cos,:

FY-83 ?"E : C~mrrmcT "osT: SuPLY Com : DATE O Co m m..,: EE APPRO-_ OF
/eMwA Pim-:sss REPORT FEB 2 5 1983

Sry ,J-CTIvE: To determine the etiology and significance of hematuria, s well as
prognosis without a prior history of renal or systemic disease. In this respect, clin:
cg a owll be made9with conclusions drawn concerning appropri-

. A-aO.,:. Patients which qualify for the protocol will have renal arteriograms.
renal biopsies, skin biopsies, urine urokinase, HLA typing, IgA coated Lymphocytes,
lysed red blood cell cultures preformed.

.P'33ss DJeuiw FY-82: Six new patients enrolled in the study.

NlER OF SIJ3J-CTS STUDInE:

FY'-82L. TOTAL. (To DATE): 24 BEFORE C.Pt.ETIO, Or STUDy: 50

SERIOUs/JIEXPUCTEON w- &FECTs m s3J- PATICIPATG Ilt PR3JZCT(F Ji.vY SO STAT.): None

CWX'U.Srtts: No conclusions reached as yet. Preliminary analysis of data is
planned when data processing money becomes available.

PuSm.mcATI0s oa AssTmc-rs. FY-82: None
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DATE. 24 -Nov 821 UX, tIfT (10.: 1134 STA.~TUS_firepti FLX

STARTI.. DATE: 18 September 1980 DATE OF CQVLETIC,:1: 2~4 November 1982

Kgy Lpas: Catecholamines, Ooioid Peptides, H-emodialysis
TITLE CF PROJ.ECT: "Catecholamines, QOpoid Peptides, and Hemodialysis"

James R. Cain, MI)
PRU'aAL 1vtnum(GTon(s): John B. Copley, MD and C. Raymond Lake, MD

AsseCtaeME iSTMATOR(S): L. Harrison Hassell,* MD

_________ NNWI PRos.qiss RepCRT ' i~tl
----------------------

Sruov ii Cr1VF.: To -determine the l1evel oplsactcholamines ;r opioid peptides
during hemodialysis and ultrafiltration.

7rfiv Awo4acn Serial. samples Of blood drawn and assayed for catecholamines and
peptides during variations of' dialysis and ultrafiltration.

Pwsozss &,a-mr, FY-V2: NJone

Mauriaq OF SU3JECTS STIEDo:

fY-82: o TOAL~. (Ta DAT0) I C)WFP C-M-LETIOX OF ~n,:2

SERPIO'JSAL'I-XECTED SIDE EFFECTS III &I3ECTS PARTICIPATUs III PR3JE-CT(I ROM io' SO STATE). None

CE.':c23sOP'S: No conclusions reached to date. Project will be discontinued because
if inability to obtain adequate assays and lack of' interest on the part of' intended
investigators.

PIJBicATim3s w ASSTRCT. FY-V: None
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DATe: 1 Feb 83 110F WoIT 110.:1135 I S,'rjs_!IT rAjm Fi,:

STkqT1r' DATE]une 1981 D;,TF n- CCA-1 ETIO.': iijn 1 9Rd

KEY 1I;os: Oliguric ARF, Furosemide. ARF proohylaxis
TITLE CF PRPO CT: Utility of Furosemide in Early Oliguric Renal Failure

PRUf;CtAL IMESTrTGATO,(S): Jack Moore, Jr. MD, MAJ, MC Asst, C. Nephrologv

ASSCIATE IIESTIGATOR(S): Fellows, Nephrology

FACILITY: I6V'C I DEPT/Svc: Medicine/ Nephrology FEB 2 5 1981
- ---- ---- --------- -------- -------- ----------

ACcuATIvE i'DCA&. CST: WEACCUtLTIVd CO:;TRACT COST: ACCUMULAT IVE SUPPLY COST:

FY-83 'FW&: CONTRACT COST: SUP PLY COST: DATE OF CC'.tIwrEE- /PROVL OF
0 0 '.4NUAL PRO'.qss RPoRr

S7 --------------------- - --------------------------- ---

STUDY 03JTIVETo determine whether furosemide therapy favorably affects
the outcome of early oliguric renal failure

4 1 ,- ... Y patient with oliguria for greater than 2 hours, in whom
pAL, ;ptrenal causes have been ruled Out, will randomly assigned to
receive graded doses of furosemide in sequence, with control pts. receiving saline

PR0osEss DUP.1. FY-82: None- despite appeal to service and department chiefs,

no patients have been referred, High dose lasix should still be considered
e' e J ICTs STUDIED:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE CPLETiO. O. STUDY: 40

SERIOUSA/UIEXECTED SIDE EFFECTS IN SUaJECTS PARTICIPATI'G IN PCJ-CT(IF :.NE SO STATE):
NONE

COXc':.us[ fas: We believe that the question of furosemide therapy in this situation
needs to be answered. The routine use of high dose furosemide should be
considered experimental. Indeed, several studies have shown it, under sliqhtly
different circumstances, to be ineffective. We would appreciate any help
CIS can give us in soliciting support from the various house staff.

PUBL OS OR ABSTRACTS, FY-82:
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DA.Q2g Nov 82_1 f lMT GO.: 1137 j TUS" hLiW1rX Fi.

STA.qr'1. DATe: 01 April 1981 DATE OF CGIPLETI:i: Undetermined

KEyJ s: Uremia, Chronic Renal Failure Anemia

TILE CF P -CT: "The Role of Chollne.rglc Mediated Calcium Uptake on R d Blood
Cell (RBC) Deformability and Hemolysis in Acute and Chronic Renal Failure"

'Jack Moore, Jr., MAJ, MC
iRciLPAL ImSTIwTa(S): William P. Wiesmann, MAJ, MC

AssectA e T ,u..TTCn(s): ..

FACILITY: =rA-/WRAIR DEpTp/S.c:Dept of Medicine/Nephrology Service

kOL-LAtvc- KEW& COST: kCUt LATIVF CO-,,"RT CosT: 1V= Y C:

__________kvwA P_____ huu . oss REP*.ir

Srjvo O-.r-crjv: To assess the contribution of Choine rl" receptor 1-iy "to the
pathogensis of hemolytic anemia in uremic patients.

f.cwtc.. P PoAc , The technical approach is as described in the original protocol
to include analysis of deoxynucleosides as indicators of cholinergie activity and
there rate of appearance in renal disease and there relation to RBC function.

PPM!--cs D'j. FY-2: The assays for choliner ic receptor activity and cGMP haW been
refined and more ully developed.

fte~a OF SJ3.ECTS STUDozE:
FY-82: None 'oTL (To IDATE): 15 BEFORz C'.LET10.1 O STUDy: 60

&-P.IOJSEXECTEO SWE EFFEacS In 5J-.'CTS PM7(CP:,TIC| If! PROJE-Cr(O PZ.-E SO STATE): None

Co~:co..,ds{ : Data is insufficient

PusLICATIos$ o AsSTRACmTS. FY-82: 1) Abnormal Deoxy Adenosine Metabolism in Uremic
Erythrocytes. W. P. Weismann and H. K. Webster. To be presented 14th Annual Meeting
The American Society of Nephrology Washington DC Nov. 21-24, 1981. 2) Calcium
stimulated cGMP Formation In Human RBC Treated with Cholinergic Agonists. L. Tang
and W. P. Wiesmann.. To be presented Annual Meeting, The American Society of Hematolog5
San Antonio, Texas, ecember 5-8, 1981.
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DATE:7 Oct 82 1 1!o I lmT GO.:1138

STA.RI:.' DATE: 15 Jan 82 DATES ____' _ __LT_: Jan M

KEY UOPDS: glomerulonephritis, cytotoxic agents, bolus st eroids
TITLE CF PPoJcTteroid and Immunosuppressive Drug Therapy in Idiopathic Crescentic
Glomerulonephritis

PPr.tC ?AL IW.;EIGArTO.RS): Jack Moore, Jr. MD, MAJ, MC

ASSCCIATE IMVESTIGATOR(S): NnNF
FACILITY: WWC XX' J DEPT/Svc: Medicinal Nephrolny
Actcuiv-.A-nivE P .CASE CosT: ACCU-.U1-ATVE CON;TRACT COST: AcCU;'.ULAT[VE JPPLY COST:0 0

FY-83 FE I8SE: CONTPdCT COST: SUP6.Y COST: DATE O= CC:'!.urE7 h-PROVAL OF
A'NNUAL PRO-R-SS REPORTM

-o-------ei---- TfT?. Y-aTn e-sF--efe -- Wu-e TIredn i sol one
ver .... ... ophosphamide in a randomized trial in patients with idiopathic RPGN.
Both groups receive oral corticosteroids

to i .POH: After biopsy proof of crescentic GN, and exclusion of diseases known
to c 'e--VMiS-Murder, Pts will be randomly assigned to receive either i gram iv ctx
q month for 6 months, or iv methylprednisolone each month for 6 months. Repeat biopsy
wi IPM"S

no patients studied- protocol approved 15 Jan 82

i'.ER OF SUJ-ECTS STUDIED:

FY-82: 0 TOTAL (TO DAT): 0 BEFORE C0,.-LET[OC; OF STuy: 20

S-P.IOusAi=-xEECTED SI-DE EFFECTS irl SjJECTS PART1CIP;1,T!C It[ PROJZCT(IF " SO STATE):

no serious effects since no patients studied

CO':CLUS (Ns:No patients studied- nature of the. disease precludes rapid patient
recruitment, therefore this is a collaborative protocol with the NIH

PUBLICATIONS Oa ABSTRACTS. FY-82:
none
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DATE: 7 Oct 82 l U1! tnr Uo.: 1139 iS I TZRtI XX Fi:p.

STARTI-.0 DATE: Jan 82 DATE CF C,:LFTLC:I: Jan 85

KEY U:. s: erythrocytosis; transplant; erythropoietin_

TITLE CF P.OJzCT: Erythrocytosis in Renal Allograft Receipients

PRINCIPAL hW;i(GAT-C.s).Anthonv R. Henry. MD. MAJ. MC Jack Moore. Jr. MD, MAJ, MC

ASSOCIATE IiVESTIGATO(s):James A. Hasbargen. MD. CPT, MC Jimmy A Light. MD, COL, MC

FACIL!,Y: VR9-. D.PT/SPtc: Medicine/ Nephrology

F Y-83 FEVSE: COXNTRA.CT COST: S'J.}-,Y COST: P ATE OF CC¢,. 1 I-EE APPROVAL Or:

__i _ I nn -on 5n -nn h4 A P R-'_ S3 'REPORT PTA 25 19

----- determtne-th-sie-o -e-r r t cti-nc-t r- -i je~t s with
ele;viN_ .its post renal transplant

After secondary causes of erytnrocytosis, and P. vera, have been
elim -, ed, patits undergo renal arteriography and renal venography with sampling for
erythropoietin. Then, allograft biopsies are done, and scored for rejection.

. 3 PILi r.iL were studied- none shuwed evidence of ai rft rejection
2 ptrated two have erythropoietin emanting from their native kidneys-
1 patient did not have an erythropoietin step-up across any renal bed

lU- BER OF SU3J.-CTS STUDL ED: 3

FY-o'2: 3 TOTAL (TO DATE): 3 BSFOR.E C.,LET O. "O ST',0Y: 10

SEPIOUSA*_XECTEO SIDE EFFECTS I SUJ3jZcTS PARTICIPATINIG Ir PROJECT(IF -:;E SO STATE):

no serious or untoward effects have occurred
CO;:CLUsrO;S: In two of three patients, erythropoietin appears to emanate from the

native kidney, not from the allograft. Additionally, there appears to be no evidence of
chronic rejection. This suggests that the native kidneys are responsible for the
eryhtrocytosis seen after renal transplantation

PUBLICATIOIS oa ABSTRACTS. FY-S2:
A preliminary abstract was submitted and published in Clinical Research

Vol 30 (2) p. 450 A, 1982. A copy of this abstract is attached.
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DAT:ll/ 17/82 I IMo "1,T 1 o.: 1140 SThTS- IiT-RIM X Fi:.L

STqrTI:4 DATE: June 1982 DATE OF CUnLETIOi: Undetermined

S-MS; Acute Renal Failure, Vitamin D, Calcium and Phosphate

TITLE CF PROJPCT:
"The Role of Vitamin D in Calcium and Phosphate
Imbalance in Acute Renal Fa'ilure"

PRi:CEPAL .EST!GATOR(S): Clifford Ferguson, MD, MAJ, MC, Fellow Nephrology Svc
Daniel A. Nash, Jr.,. MD, COL, MC, Chief Nephrology Service

ASSOCtATE I','sSTrcATOc(S): Jack Moore, Jr.. MD. MAJ, MC, Asst., Chief Nephrology Service
FACIL TrY: M.R-K R PT/Sv:c:

AcacILATivE r.-CCA*1 Co-ST: jk-cwt*xtATtvS- CC-.,,-ACr COST: ACCIS"PikT [VS SUJPPLY COST'.

FY-83 i:CCaS.: CowTRACT COST: SjP-Y COST: DATE OF CC-M'ITI-rE; kPROVAL OFIAwAiJ. PP,,Oqzss REPRT

SrUoYOJECTIVE: To determine the relationship of Vitamin-D on the

calcium and phosphate imbalances previously noted to occur in

_r= Pi tients wtn acute renal failure will be selected
and interval measurements of 125,2425, and 25 hydroxy Vitamin-D
will be made in measurements correlated with serum calcium,
1fWP,.M,.jtId py .arath yoid measurements.

AW.ER,, OF 13J.-:CTS STUDIED:

FY-82:TOTAL (To DATE): 0BEFORE CcMIMPL-Tox W-Spny

SEa.OUsAVISECTEo Si-D. EFFEcTS Inl S'JISJCTS PAPTICIPATI'G If[ PROJCT(IF t-: so STATE):

NONE
Co,,co.u$ (OflS:

NONE

PUsLcATnOxiS o, AsSTRACTs, FY-82:

NONE
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DT: 1 17 8 2  D ~lNZT lb:1141 1 1LZI 4
STA.qTl:.JA DATE: July 1982 DATE OF CUC.ETIM:: June 1983

K~EY 1:CP.DS: Potassium. Dial~gatp Glunnga

Tiiu a Ppo.Lzc: "Characterization of Potassium Removal By Hemodialysis"

~rW.CP;AL J~''$IACC)Daniel. A. Nash, Jr., MD, COL, MC, Chief, Nephrology Service

ASSOCIATEr IISrA1T2(S):

FACILIT1Y: V'W.r IJePT/Sc: Dept Medicine/Nephrology Service

km-mAmIE rEGMS COST: kWMtI2ATIV CON4TRACT oT Arcs-;-'JLAT[vS SUP4 PLY COST:

FY-83 PECCiSE: CONTrACr COST: Su.W,.Y CCK': IDATE OF Cc~,rrE APPRoAL OF
- kINuAL Pmznqss RE:PORT -, C;

STWV NECTIVE.~ 0 determine the influence of dialysate glucose
concentration on the rate of potassium removal during

a.c4.4 V APro -_ :Direct measurement of dialysate effluent during
standard hemodialysis utilizing either a low or high dialysate

PR5DSI1i1--'FY-82:FiVe patients have been adequately evaluated
utilizing high and low glucose dialysate with measured

ta'136-4 OF S'J3Z-CTS STUDI~j:

FY-82: 7 TOTAL (To DAT): 7 BEFORE COWL.ET1o3 OF S--t~y: 20

SEIOUS&IfXPECTED SwrZ EFECTS Irg &I3JECTS PMtTICPArG If[ PROJEUOC I Ti SO STATS):

NONE

CocU30:5:Initial observations would suggest that in the non-
diabetic patient. that dialysate glucose concentration has
minimal effect on the rate of potassium removal in the
standard concentration of dialysate glucose presently used
clinically.

1;sLicamiOsS Oa AssTRAcTs. FY482:
Abstract submitted to the Clinical

Dialysis and Transplantation Forum and accepted for pre-
sentation at thei~r Annual National Meeting. The abstract
will be expanded into a formal paper addressing the
details and the data that supported the abstract~and will
be published in the proceedings of the Clinical Dialysis
and Transplantation Forum.
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DATE: -IJANMR I I*W UNIT N~O.: #1217 ISTATUS: INTERI16q X__Ly

STAqTI.4 DATE: 15 DEC 1980 DATE OF, CO"LET I ON: N/A

KEY WORas:. N/A__________________ -

TITLE CF PPOJECT: Evaluation of Amiodarone for Therapy of Cardiac
Arrhythmias (IND #17858)

hPNIA, IMwESrIcATOR(s): William J. Oetgen, M.D.

ASSOCIATE IPVESTIGATOR(S): James E. Davia, M.D.

FACILITY: WIPEC DEWTS=c Cardioloq
~~------------ -------- -- ------------------

PCCIJATIVE FECAE COST: ACCUItWAATIVE COM;RACT COST: ACCUoxiaI VE SJPY COST.

FY-83 PEDaS: CONTRACT COST: SUP~PLY COST: DATE OF CUci.'I[rrEE APROA OF
_______I A.dNOAL. PRo--=ss REPORT __nLA...

------------------------------------------------ 

STUDY Q3JECr lYE:

-MHNCP APRAC'No Change

No Change

PNosq~ss WRIN~G FY-82:

N/A

flkhl3iR OF SU3J.-CTS STUDIED:
FY-82: 19 TOTAL (TO DATE): 19 BEFORE CC.-1PLETIOx 07 STU:)y: N/A

Se-icusAkiECTED Sme EFFECTS IN SU3.J=CT$S PAITICIPATIMG INl PROJECT( IF E'-QNE SO STATE-):

See attached memo
CT.-CLU3 [Cris:

None as yet

PuiwtamIIs at AaSmTRTs. FY-82:

None
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DISPOSITION FORM
For use of this form, s AR 340-15, the proponent agency is TAGO.

REPERENCS OR OFFICE SYMBOL SUBJECT

HSHL-MC Annual Progress Report FY 82, Clinical Investigation
Program Work Unit #1217 "Evaluation of Amiodarone-
for Cardiac Arrhythmias"
FROM DATE CUTI

THRU: C, CIS Dir, CCU 10 JAN 83
LTC OETGEN/rj/63836

TO: HQDA
SGRD-HR
Wash., D.C. 20314

1. In accordance with AR 40-7 the following data are submitted:

a. Specific study - evaluation of amiodarone for the therapy of cardiac
arrhythmias - WRAMC Work Unit #1217; IND #17858, Principal Investigator:
William J. Oetgen, MD,LTC,MC; James E. Davia, MD,COL,MC.

b. Location: Walter Reed Army Medical Center

c. Number of subjects: 19 (see below)

d. Narrative of progress of patient (see below)

(1) Della Kearney - see 1981 report
(2) Charles Guthrie - see 1981 report
(3) Allan Barnabei - see 1981 report. Patient continues to do well,

no side effects reported. Arrhythmias controlled.
(4) William Hoffman - see 1981 report
(5) Henry Robinson - see 1981 report. Patient has been discontinued

because of development of pulmonary fibrosis probably secondary to amiodarone
therapy.

(6) Curtis Clemmons - see 1981 report. Patient continues to do well,
no side effects reported. Arrhythmias controlled.

(7) Linda Hedley - see 1981 report
(8) Hans Heckes - see 1981 report. No symptoms. Amiodarone was

discontinued on 9 March 1982 because of the clinical opinion that the
arrhythmias were associated with acute myocarditis and that the likelihood
of arrhythmias now are small. The patient will be see in follow-up.

(9) Leana Fisher - 539-44-8314. Amiodarone discontinued on
27 September 1981. Ventricular tachycardia recurred February 1982;
amiodarone was restarted for two weeks and was discontinued on 10 March 1982
because of photophobia.

(10) William Liverman - see previous report. The patient was
discontinued on 25 April 1982 because of fatigue, malaise, nystagmus, poor
coordination and failure to control arrhythmias. Be is currently doing well
on another experimental antiarrhythmic.

(11) James McMahon - 036-07-6469 - 72 year old male with aortic
stenosis and ventricular tachycardia. The patient was started on amiodarone
on 17 April 1982. Be underwent aortic valve replacement on 19 April 1982
and continues to do well on therapy.

(12) Clark Norman - 005-32-1986 - 45 year old male with coronary
artery disease and ventricular tachycardia. Following administration of
amiodarone, the patient had three episodes of ventricular tachycardia
on successive days. He has been discontinued because it was felt that
the amiodarone facilitated a ventricular tachycardia.

27
DA AUG 2040 PREVIOUS EDITIONS WILL S, USED

- '-K"i



HSHL-MC (10JAN83)
SUBJECT: Annual Progress Report FY 82, Clinical Investigation

Program Work Unit #1217 "Evaluation of Amiodarone
for Cardiac Arrhythmias"

(13) Charles Collins - 20-218-24-5046. A 46 year old male
with coronary artery disease, post myocardial infarction in 1975 with
recurrent symptomatic ventricular tachycardia. The patient has been
refractory to conventional antiarrhythmics and to flecanide. Amiodarone
was begun on 3 November 1982. The patient continues to do well.

(14) Herbert Lawrence 438-50-5752. A 45 year old male with
ischemic cardiomyopathy, and ventricular tachycardia. The patient
was intolerant to conventional antiarrhythmics. He was started on
amiodarone on 16 June 1981 for control of his arrhythmias, however,
he had a stroke and died on 1 January 1983. It is not felt to be
secondary to amiodarone therapy.

(15) Masters, William - 361-03-0167. A 63 year old white male
had a large anteroseptal infarction with refractory ventricular tachycardia.
He died of ventricular fibrillation 24 December 1981, five days after
addition of amiodarone therapy.

(16) Leonard, Grace - 061-12-1286, a 67 year old female with
ventricular tachycardia, post myocardial infarction. Started on
Amiodarone 10 November 1982, because of nausea and anorexia, the dose
has been decreased to 400mg a day. The patient is doing well.

(17) Shomion, Arthur - 257-60-2229, A 70 year old male with
ischemic cardiomyopathy, and ventricular tachycardia. Amiodarone
started 15 November 1982. The patient continues to do well.

(18) Hughlett, Richard - 215-09-2531: A 67 year old male
with coronary artery disease and ventricular tachycardia. Began
amiodarone 10 November 1982 and the patient continues to do well.

(19) Brewster, James: A 54 year old white male with
coronary artery disease, ventricular tachycardia. Amiodarone started
15 November 1982. The patient is doing well.

WILLIAM J. OET f, MD
LTC, MC
Director, Coronary Care Unit
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DATr:3 JAN 831 WoI L'J(T fNO.: #1218 Sr,\TUSi ItTE~lL Fir:.j

STARTV4 DATE: 15 NOV 82 DATE OF Cc*LETIOI: Ongoing

KEY tIbRs:
TITLE CF PpOXaCT: Cardiac Manifestations of Polymyositis

PRIM,-L. I-'ESTICATOR(S): William J. Oetgen, MD

ASSOCIATE hNvESTIGATOR(S): James E. Davia, MD

FACILITY: WDiP/S'c: Card i ol ogy/WRAMC
-------- ------ --- ---------------------------

kcWzTVE i0CASE CosT: i AC ATivE COITRACr COST: ACCWMLATIVE SUPPLY CojS:
-0- -0- $345.00- (Routine patient care)

FY-83 iTMASE: CONTRACT COST: SIPPLY COST: DATE OF Cca'ouIrrEE APPROVAL OF
-Q-- -0- -0- NNUL. PROGRESS REPORT N/A

---- - -------- ------------------------- ---------- ------
STUDY 03JECTIVE:

1 CHNiV&. APPROACH:

No Change

PROr-s DJRu.o FY-82:

No patients were admitted to study in FY-1982

NUSER OF SJ3JECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): S BEFORE C,',PLET O;* OF STUDY:

SERIOUSAP EXPECTED SIDE EFFECTS IN SU3J-CTS PARTICIPAMIG IN PROJ=_CT(IF rHONE SO STATE):

None

CaNcLU3 10tis:

None

PuS.ICATINS O ABSTRACTs. FY-82:

None
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DISPOSITION PORM
For um of this form. we AR 340.1S; th We w onst aWieV is TAGO.

REFERNCE OR OFFICE SYMBOL SUBJECT

HSHL-MC Clinical Investigation Program
TO Clinical InvestigationO C, Cardiology Svc DATE 26 NOV 82 CUI

COL DAVIA/rj/63836

1. Clinical investigation program, work unit #1220, Efficacy of Nifedipine
in the Management of Angina Pectoris was initiated by MAJ Fayaz A. Shawl, MC.

2. The project was terminated as of 30 June 1982 for two reasons:

a) The drug under investigation, nifedipine, was released on the
commercial market several months ago.

b) MAJ Shawl became a civili n 30 June 1982.

b) MA Shal becme aL MUU

J ES E. DAVIA, MD
L, MC
hief, Cardiology Service
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DATE: 7  Dec 821 _ _ _ _J,_t GO.: 1.221 _SS_ ___tR_ XXFL : .L

SrM.r' DArE: I Aug 81 DATE OF Ca9,LETIC:I: Unknown

KEY ;bois: Psorai 4lr

TITL.E CF PPOCT: Clinical Evaluation of AV Sequential Pacemaker

and Advanced Functioning Pacemaker.

PI I:CP . IM W:$s-ATC-.S):Dr. James E. Davia, COL MC

ASSOCIATE Jt VESTIGATOM(S)Dr. Rung Zatzrhuk. CQL MC

FACILITY: UWEC DEPT/S':c: e hritr r.-v
- - ---- e-R------ ----------- -

F Y=8 fF&ME: CO,4T-CT COST: SUPPLY COST: DATE OF Ca"-MITTE': APPRov 0;
__________ _______ kNUAL Pnsss REPOR

STUOYO JECTIVE: To test clinically an AV sequential pacemaker and

an advanced function pacemaker.

TECHNi'i.PROC: Implantation and followup of pacemaker.

Piomzzss DJ.in'3r FY-82:
Five AV sequential pacemakers implanted.

thX-13ER OF SW~r=CTS STUDIED:

FY-82: TOTAL (TO DATE): 5 BEFORE C..LETIO\ 0;- STuDy:

SERIOUS/AJ1EXECTEO Swe EFFECTS IfI SUMJCTS PARTICIPATI(IG Int PJ-=CT( IF I1;E SO STATE):

None

COM: .ins*: The A-V sequential pacemaker has functioned normally.

PuSuCATIO.nS O ASSTmaTS, FY-82:
None
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DATE: 11 Nov 1Tu.:1223 S:. Tusifnrrii Fi:wi.. X

STAqTI:.I WTE: 18 Jan 1982 D,T OCc_ 'ETIo:: 15 May 1982

Ky 1;=S: Cardiovascular Screening Evaluation in Asymptomatic Males

TITLE CF PRO.CT: t lti-Saae Cardovasculr S een vluati Test0'or 8ardMovscu af Dispr ers in asymptomatl czv D y m

Personnel Over the A~e Forty.*.

PROcIrPAL I ST TATCR}s): Jerel M. Zoltick, M.D., John Patton, PhD, James Vogel, PhD

ASSOCATE IfnESTrGAT 1S(): James Davia, M.D.; Julius Bedynek, 
M.D. PhD

FAcILITY: W q ./Duhham Health DEPT/S.v: Medicine/ Cardiology
-----7-C-- 1F B25 -198- --

Accw'RAnaT1- C~OT 'cIn - AI CrZ4TRACT C03T. ACUZ--:UL;ATjV SUPY r~~ S E 251
none J none f rom HSC approx $ 0,-O0o for nuclear studiE

• . k" .I - __, f:--- n=_- 4 clinical funds

FY-83 SC : CONTmaT COSr: SCo wLY COST: DATE WOF CI!TTEE K=PR yAL linica0 f unr
-- ________ _______ k~M..PRO~q~s RP AL $2000 for overtir• J #VN Y n--SS REPORT f 9'm Hosp funds.

SwaOy 03JECTIVE:
To determihe extent of Coronary arterydisease in an asymptomatic
Pn~pii1 at - nn ll"

-L.APPROAOIWTo identify cardioartery disease in asymptomatIc males

over the age of 40, a dardiovascular screen was performed on 249

anriyv dutiy military voiunteers. (continued on the attached sheet.)

PRG.:ss Wcu.G FY-82: -Clinical testing performed 15 Jan-4Feb 1982

Nuclear Testing 1 March-30 April 1982
pr..nr, Aniaqgraphy 1 Mav-28Mav 1982

IVO EI OF S&J3JECTS STuD ED:

FY-82: 249 TOTAL (To "DAT.): 249 BEFORE CO- PLETIa,4 OF STJ /:

SEEPIOUS/.xRPEiCTE1 SI.OE EFFECTS If, SUMJCTS PA'ICIP;,TING Il Pi.OJ-CT(IF i3:M SO STAT):
none

Co n.uv !ons:

Using a multitude of testing devices, coronary artery disease was found

23 individuals. 13 had critical coronary artery disease in which 5 eventually

required CABG surgery and 1 requiring angioplasty. There were no complications

during any of the testing nor followup coronary angiography or surgery.

PN&icA' T.'Is oa Assmas. FY-82:
Abstract(enclosed): Cardiovascular Screening Evaluation To Test For Coronary

Artery Disease in Asymptomatic Males over the age of Forty.

Approved for publication: Am Journ of Card, March, 1982.

For presentation Am Coll of Cardiology, March 1982.

Note: Exact funding Requirements came from USARIEM, Natick, Mass 
for the

initial study at Carlisle Barracks, Pa. The funding for the Nuclear

studies, coronary angiography, and coronary artery bypass(the later 
two

were not part of the study, but were recommended by cardiologists 
and

thoracic surgeons not part of the research team) came from general 32
expenses from the respective departments. The only added expense

was overtime, approx $2000. which came from general hospital funds 
as per

General Mendez.



613

The following coronary risks were evaluated on the population:
cardiovascular history and exam, family history, tobacco history,
ECG, fasting blood sugar, cholesterol, cholesterol- HDL ratio,
triglycerides, percent body fat, calculation of Framingham risks
index. All subjects had normal treadmill tests, cardiokymography
and determination of maximal oxygen consumption. Patients with an
abnormal treadmill test, i.e., greater than 1 mm depression and/or
abnormal cardiokymography underwent further testing: fluoroscopy,
exercise value study and realonuclide ventriculography. Patients
with abnormal results were referred to an outside Army cardiologist
(not part of the study) for recommendations for follow-up.
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DATE: 9 owyoNLTNO.' 1224 SATUS: ItirERm- Xx Fi:j .

START1413 flATs: January 1982 DATF nP C040LETION: June 1982

KEY bms:

TITLE CFPOJECT: PULMONARY VASOS-PASM IN RAYNAUD'S DISEASE AND
PROGRESSIVE SYSTEMIC SCLEROSIS: PREVALENCE AND RESPONSE

PRz,.crL 1CIESTIOATOR(S): John. W. Shuck, MD, MAJ, MC

AssocIATE IFIESTIGATOR(S): ri1~. T Mnl T.Tr Mr

FACILITY: IJRA I DEPr/SVC: Cardiology

- ----------- ---------- ----------------

S -usy 3 ECTIE: Toevaluate presence -of pulmonaryhyetiT5iid
vasodilator Nifedipine.

1ECHNTCI.A APROACH: Clinical and non invasive evaluation patients

and right heart catheterization.

PRomass ThJin'r FY-8:
Four patients studied to date, FY-82.

MKIIBER OF StJ3JZCTS SrurnEr: (proj ected)

FY-82: 4 TOTAL. (To DATE): 4BEFOPE CC -LETIONI OF STu:DY: 16 additional

SERiOus~kisEEcTED STDE EFFECTS TN SUBJECTS PARTICIPATInG INl PPOJ-CT(IF HDNE SO t"ATE):

None

CON3CLUSIOPnS: Two of four patients found with pulmonary hypertension.
Two of these two patients decreased pulmonary vascular resistance
with Nifedipine; the two remaining patients without pulmonary hyper-
tension had no inducible pulmonary hypertension with cold pressor
test.

PUBLICAin OR ABSTRaTS, FY-82:
NONE
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HSHL-MC (27 AUG 82)
SUBJECT: WRAMC WU# 1225: "Intracoronary Thrombolysis With Streptokinase"

TO: Clinical Investigation Service FPOM: Dir, CCU DATE: 2 DEC 82 CMT2
LTC OETGEN/rj/63836

1. Soon aEter this protocol was approved, the FDA approved streptokinase
for intracoronary administration on a non-protocol basis.

2. Several recent papers have been published which clearly document
the efficacy of intracoronary streptokinase in the setting of an acute
M.I.

3. Publication of the results of this study would be unlikely.

4. No patients have been entered in this study to date.

5. Request that this study be terminated and that HSC (see attached DF)
be informed of this teimination.

/ I

WILLIAM J1 OETG3NS MD
LTC, MC
Director, Coronary Care Unit
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DATE:9 Noy 821 110W UN(T NO.: 122§ STATUS: INTEII XX F;:U.AL

START!:- DATE: Feb 1982 nATF Or- CoLFTIO: Feb 1983 (est.)

KEY WcD.Us:
TITLE CF PPMLcT: ELECTRICAL CARDIOVERSION IN PATIENTS TAKING

DIGITALIS.

PRINCIPAL IfVAST[ATOR(S): John W. Shuck, MD, MAJ MC

ASSOCIATE IVESTIGATOR(S): William J. Oetgen, MD, LTC MC

FACILITY: MhW AC DEPT/Svc: Cardiology

FY-8.3 1'U ,.K.: COwITP AC Om SUPPLY COST: J DATE 0:- CCC,IITEr= APR'IIFt
I A.tMAL Pn,,s-nss RSPORT -i:2 ; 5 1983

STUOY i3JECTIVE: Determine the incidence of significant arrhythmias

during cardiove-sion in patients on digitalis.

'1C4!A-APROACH.
Determine blood digitalis levels at time of

cardioversion monitoring arrhythmias during and after cardio-

vor i on-
PRO ss DIJRIuG FY-82: None

*IER OF SU3JECTS STUDIED:

FY-82: 0 OTAL (TO DATE): 0 BEFORE CO,"PETIO0: O. STUvy: 30

SEPI.OUS/UNI EPECTEO SiD EFFECTS Im SI3J-CTS PAITICIPATMG ir PROJECT( IF ;:-,NE SO STATE): None

CO::CLUS I3OS:

PusucATIONS o.a ABsTRAcTs. FY-82:
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DISPOSITION FORM
For use of this form. see AR 340-15; the proponent apncy is TAG0.

REFERENCE OR OFFICE SYMBOL SUBJIECT

aSHL-MC Flecanide Study Protocol R-818-037-WRAMC WU #1227
TO C, CIS FROM 0I.r, CCU OATE 9 TS93 CT

LTC OETGEN/rj/63836

1Please see attached letter terminating entry into WU #1227 and cancelling
protocol.

2. One patient (Grace C. Leonard) was entered into study by emergency approval
prior to HSC approval (which has not yet been received). This patient had one
episode of ventricular tachycardia on protocol, and the code was broken,
Indicating that she had been receiving placebo.

3. Because R-818-028 (Open label Flecanide protocol) was closed to admission,
the patient was started on Arniodarone (WU $1217) and has done well.

4. Please terminate WU #1227 and inform HSC of this termination.

WILLIAM J.(OET MD
LTC, MC
Director, Coronary Care Unit
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DISPOSffION FORM
For uo of this form, we AR 340-15; the propolent epny is TAGO.

REFERINCE OR OFRIcE SYMUOL SUEJECT WRAMC WU #1228

I A Placebo Controlled - Double Blind Evaluation of

HSHL-MC Oral Amrirnon..

TO C, Clinical InvestigatiohnOM W.J. Oetgen, MD CATO 1 DEC 82 cUrI
LTC OETGEN/rj/63836

1. The sponsoring pharmaceutical company terminated entry of patients into
this study, prior to final approval of WRAMC protocol #1228.

2. No patients were admitted to this WRAMC protocol. Several patients
were referred from WRAMC to the Washington VA Hospital where they entered
this study under a VA protocol.

3. Request that this study be terminated.

/-f

WILLIAM J. OETaN, MD
LTC, MC L/,
Director, Coronary Care Unit
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DISPOSITION FORM
For was of this form. em AR 340-1S; the proonmt &Wcy Is TAGO

REFERENCE On OFFICE SYMBOL SUBJECT

I4F-Mr. P-Ainida Actatate Protocol RR8-028-WU #1229
To FROM OATE CUT I

C, CIS Dir, CCU 9 FEB 83
LTC OETGEN/rj/63836

1. Please see attached letter from Riker Laboratories, Inc.

2. Four patients were admitted to this protocol. Two patients had
recurrent ventricular tachycardia while taking flecainide, and they
were taken off the drug.

Two patients (Leana Fischer and William Liverman) have continued to
take the drug and are doing well.

3. As per attached letter, no new patients will be admitted to this drug
protocol until enrollment is resumed by drug company.

4. The attached abstract was accepted for poster presentation at the
American Federation for Clinical Research meeting in Washington, D.C.
April 1983.

5. A full draft of this report will follow.

6. Please confirm that full HSC and SGO approval has been granted for
WU #1229: we do not have written documentation of this fact in our
file although it has been acknowledged verbally by Mrs. Ervin.

WILLIAM J.
LTC, MC
Director, Coronary Care Unit
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DAr:25Oct82 WOW~ UNCT NO.: 131 Syllmsi- INTERIM X F

STARTI1.U DATE: 29 March 1974 DATE OF CcWLETION: August 1982

KEY ;MS: Resin/Thyroid Storm
TITLE CF PIPoWrCT: Treatment of Thyroid Storm with Anion Exchange Resin

PRIKCI?*. IftESTIGATOR(S): Kenneth D. Burman, LTC, MC

ASSOCIATE j?.IvSTJG.ATOR(Sh: Leonard Wartofsky, COL, INC

FACIITY 1~JC ID~pT/Svc: Dept of Med/DCI/KMU

1tc4n-..j A.*PROAcH: Venous catherter is placed in the patient, peripnefra± oood
is perculatedthrough this catherter with a venous to venous anastromasosis
and a column containing resin is interposed between the venous channels and

PROGREs WURINIG FY-82: It should be mentioned that no patient has bFeen entered
on this protocol. However, since thyroid storm is a potentially life
threatening ci rumstance, we would like to have this protocol on record in

UAER OF SU3JECIS STUDItD:

__Y-82: _ TOTAL. (TO DATE): BEFOE CCXPLETiO,4 Or- SmDoy: 1-3

SERIOusA'I!XPECTEo Sfos= EFFECTS INI SU3JECTS PAR.T!CIPATRWG IN PROJEwr(I NON ~O So ATS):

Co."CLU3roas: None yet.

PUBLICATIONS OR BsTRaS. FY-82: None yte.

Technical Approach (Continued): this venous channel will filter

Out the thyroid hormones.
Progress During FY-82 (continued): a Continuing fashion to be
available in case such a patient did come in the hospital.
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l~r~8S~pV~U:!r i:13 4 t-8? 0 1, r.':I~rr:1-

S~1~iPTE ---- ~- xr cPATE - - 2 y r; s

1ii~E C ~'~iJCT f ['ct f P11 T'egon) o Serum Tce;Lo~tcvoune in Men

With Chriocatrcinoma or O0hcc CCs2ro n Tuwor .

F,?WC!?AL hzCTAr!)-Robert A. Vigorzk' V, M.DI. . .-

A~ccrr~1~\ rr-A~:(~1Dav~d Bloima, M.D.)

FRcL!: A~~ rM I~~!:~.

Sro?'1 Jr: 'o inu rt. ate thr:i tohn byW- At.3to:t:2 L-i

17clic~ !.;'23V4:A shc)r I12 test, to be,, per'le11" Jic l mcn wilcl i2.. rU
b~rro and0 after ~.ecudays of P811 2225 u/cy j. i

:-" p; FY .:T[,-plro oco.1 has not. ycet: J gubeu: V c ,c~ .K AU
bce supp]ALJ by thu:- S eroi! Co. has Pd 1. yat been i del i ~c

n, -S.: 0 1017.1. (r,) vxfW): 0 Rnc Cc'ri[I' E 7~~v' 10

Noat applicable .- ~-

CONCUK-j3 1 (.\s: The sttt'dy %licouid bceja bcforoth Ie ca.d of thO a ;h .

Pu~ICAr rom- M~ ABv'3Ci-. FY 0

Copy avalable to DTIC does wot

Vezmit fully legible ZcPrOducd=
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DATE: 8 Oct 821 IVW ':T t.3.' 1354 -T rms'ItrRi
STARTI:. DATE: 3 Nov 1976 DATE OF COMLETIOI.: 30 Sept 1983

KEY .. S: Testosterone, Estradiol, Binding Globulin

TITLE CF PROJECT: Purification of Testosterone Estradiol Binding Globulin

PRI:NCIPA, w,/ISTIGATCRCS: Robert A. Vigersky, M.D.

Asscctwm ImTsTc- AT.(s):

FAC1LITY: 619"t DEr/S-Vc: Kyle Metabolic Unit

----------------------

ScuO.ATtVY Jkw 1.'AT(V. CG.;TPAcT COST: /€rO.J.AT1Z SUPPLY COST:
None None $4,11483

FY-3 P 9,S: CT CosT SUPLY COST: DATE IX- CQ'.,1,T'E-E APPP, v. 0-

See Attached

See Attached

1,4.ER OF SU3j:CTS STUWIED:

FY-82: Not Appl. TOTAL (To DATE): BEFORE CC.PLETIO:: 0: STudY:

SERICUS/:EXPECTEO Simo EFFECTS III SU3JrCTS PART1cP,.riG III PcJ-T(crC1 tIF ,z.E SO STATE):
Not Applicable

C O:'.!U :S: Purification of TEBG has been accomplished and the present aim

is to use this to construct a radioimmunoassay.

PUJLICATIO.IS O: A3STRACTS. FY-82:
None
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Work Unit No: 1354

Study Objective: To purify, characterize, and develop a radioimmunoassay
for TEG. This binding protein controls availability of sex steroids to
breast, skin and prostate.

Technical Approach: Sequential use of concanavplin A in affinity
chromatography and preparative polyacr*lamide gel electrophoresis.
Quantitative analysis of the progress of purification by the use of
analytical polyacrylamide gel electrophoresis and dextracharcoal assay
measuring total binding capacity.

Progress During FY82: We have used successfully the strategy of sequential
purification to purify TEBG to homogeneity. The last few months have been
spent by using this strategy to accumulate sufficient quantities of the
purified proteins to inject into rabbits for the formation of antibodies and
for iodination.
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DATE: 21Oct82 VWC IWH[T Ab.: 1358 ISTATUS.* INTERII4 FEr AL

STA ,TImi DATE: DATE OF CWLETION:

KEY WmRDs: Obesity/Fast ing/T3 Receptors
TiTLE CF PROJrCT The Effect of Obesity and Fasting on T3 Receptors in Mononuclear
Cells

PRINCIPAL I.VIETGATOR(S): Kenneth D. Burman, LTC, MC
Leonard Wartofsky, COL, MC, Keith Latham, Ph. D.

ASSOCIATE kIvEsTiGATOR(S): ,11 4. Kiler

FACILITY: WRNC IDEPT/Svc: Dept of Med/ Endo/KMU

Siuoy Q3JEcrgvE: To determine the factors that are associated with altered T3

action and receptor bidning in peripheral white cells and obese patients,
beth in the god and fa*Ain Atc.
IMcHNICA. A-PROACH: A T3 solubilized'receptor assay has been developed in which
approximately 14-18 mls of blood are obtained in a green top tube, ficoll-hypaque
gradiant is ontained. The mononuclear cells are obtained in this manner and
PaGqrss w.r FY-82: T3 receptors are utilizing unsolubilized techniques are
normal in obesity and probably unchanged in fasting whereas with solubilized
preparations they are increased.
MLtMeR oF SubJECTS SDIW:

FY-82: 20 IOTAL (To DATE): 20 BEFORE CCO.PLETI[O OF STUY: 30

SERIOUSAJI.ECTED SIDE EFFECTS IN SUBJECTS PAXTICIPATjG Irl PiOJECT(F NO,,E SO STATE):

None

Con.usrcs: T3 receptors vary depending on the method of analysis, but they
probably decrease during fasting and use unsolubilized tecnhiques and
incre -sd during fasting using solubilized techniques.

PusL CATIOns O ABSTRACTS. FY-82: JCEM, volume 51, page 106, 1980 and Life
Sciences, 1981 and manuscript submitted to Journal of CLinical Endocrinology
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Work Unit # 13S8

Technical Approach Cont'd:

extracted with ammonium sulfate and the solubilized preparation of thyroid
hormone receptor is used to determine T3 and T4 binding. Utilizing this
technique we have studied approximately 20-25 patients in obesity who are
obese and fasting and have published and have found that T3 receptors are
unchanged during obesity and may increase during fasting. However, an
alternative method of performing this technique is now being investigated
in our -aboratory which would involve isolation of the mononuclear cells
on ficoll-hypaque gradiant but not to solubilize them but just put the
white cells into binding tubes. This assay gives different results than
earlier noted and that we are in the process of repeating these studies
on a separate group of 20 obese patients. It should be noted that this
assay requires approximately 40 mls of blood where as the earlier assay
only required 20 als of blood. In general, our approach will be to perform
the assay on days 4 and 5 of the fed period and days 6 and 7 of the fasting
period.
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DATE: 12 Oct821 NO WnT NO.: 1368 SrATUS- INTERIJI X Frij_

STARTI.G DATE: 26 April 1977 DATE OF CtOLETION: 30 September 1983

KEY ORDS: Phosphate, Vitamin D Metabolism

T LE CF PPO-ZCT: Effect of Dietary Phosphate on Serum Levels of Vitamin D
Metabolites in Hypoparathyroidism

PRIt:CIPAL IVITCG-ATORCS): H. Linton Wray, COL, MC

ASSOCIATE I:ESTrcATOR(S): Joseph Bruton, Ph.D., Ira Mehlman, LTC, MC

FACILIY: M-I1C DiPT/Svc: Kyle Metabolic Unit
CLNL,.A[V i . . OS: JAC~gIP.TV O;RC COST: AccuaivE SUPPLY CosT:

$12,662J $4, 553 1 $85,812

FY-83 FEMA: CONMPACT COST: 'SPPty COST: DATE OF C.'.NITTEE APPmIA 0,-
$5, J0_ A21 000 A .4WAL PNos-ss REPORTFE

STUOY 23JECTIVE: See Attached

11V"CH,4'CV." APROACH: See Attached

PRosqs3s DiJRr.~ FY-82:

See Attached

HiWLBuER OF SUSJECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 8 BEorE CO.LETION OF STUOY.L0_

SERISoUsJAkE*EcTED SiOE &-FEC-S IN Sd3J-CTS PARTICIPATING IN PPOJECT(IF t,10NE SO STATE):
None

CMO.4CLUS Ofs: Deferred

PUsLICATIONS oR ASTRACTS. FY-82:
Wray HL, Mehlman I, Sheldon GM, Butler VM, Dawson E, Bruton J. Effect of Dietary
Phosphorus Restriction and Magnesium/Aluminum-Containing Antacid Treatment on
Serum 1,25(0H) D in Pseudohypoparathyroidism in Vitamin D-Chemical, Biochemical
and Clinical Efdocrinolopy of Calcium Metabolism, Eds Normazi AW, Schaefer K, Herrath
DV, Grigoleit H-G, pp. 665-667, Walter DeGruyter Publishing Company, New York, 1982.
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Work Unit No: 1368

Study Objective: To determine if serum levels of 25-OH-D (25 hydroxy-vitamin D),
24,2(OH) 2 D (24, 25-dihydrodxyvitamin D) and 1,25-(OH) 2 -D (1,25-dihydroxy vitamin D)
are changed by short-term manipulation of dietary phosphate intake in hypo-
parathyroid patients.

Technical Approach: The 15 day protocol consists of 2 days on normal phosphate
intake (1.0 g of phosphorus), 10 days on low phosphate intake (0.5 g of phosphorus)
and 3 days on high phosphate intake (1.5 g phosphorus). During the period of
phosphate restriction, phosphate-binding antacids will be given. Serum
inorganic phosphate, ionized calcium, total calcium, magnesium and creatinine
and plasma 25-OH-D, 24, 25-(OH)2D and 1,25-(OH)2-D will be determined.

Progress During FY82: A careful analysis of our study of dietary phosphorus
restriction in pseudohypoparathyroidism was published (attached). The results
of our assay of 1,25-(OH) 2 D in eight patients are being compared to the
values obtained in another laboratory on the same sample. When this analysis
is completed, the direction of this protocol will be defined (i.e., report
the present data or study several more patients).
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DATE: 8 Oc t 81j'r 1:3.: 1370 Sfris: !NrnMm

SUT1.rI DArE: 24 May 1977 DATE CF CoG.t.ET 103: 30 Sept 1985

KEY bo.9S: Thyroid. Estro2en. Recevtors
TiTLE CF Peojz-cT: Sex steroid receptors in the human thyroid gland

PRrIMC?.IPA IftVESTIGATeR(s): Robert. A. Vistersky, M.D.

AsscctA-TE Im!EsTiGATO.1Cs):

FACILITY: b.tr DEPT/Svc: Kyle Metabolic Unit

NoneSe Attac e$991

See Attached

PRzPSS DURING FY-82:
See Attached

flIP-BER OF SU3jZ-CTS STUDIED:

FY-82: TOTAL. (TO DAZS): BkEOPEE CC:.tLErO: 0.- Srvy: 10

SEP i UsADk:!xPEC -Eo Stio- EFFECTS INl SU3.;CTS PARTICE[PATfIG Ift Pi-OJECT( IF VIONE SO STATE):
None

CO.":ciUs IC:: Methods have been perfected with,* other tissues and the plan is
to access the patients into the study over the succeeding 2 to 3 years.

None
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Work Unit No: 1370

Study Objective: To determine whether the increased incidence of thyroid
disease seen in women is due to abnormalities in the receptor for estrogen
and/or androgen in their thyroid glands.

Technical Approach: Physio-chemical characterization of the sex steroid
receptors to determine if any differences are present which may indicate a
pathophysiology of the thyroid disorder.

Progress During FY82: None
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DAT E: 15SaP821 'V . N!T r., 17TU: !i-s.r. L"

STA1T :.G DATE: N/A .DAT. C LET:;:

TITLE CF PPOJ=CT: Evaluation of testosterone reserve in infertile men

PRI,.C!?A. !!srcATP,T(S): Allan R- lanA, MD, LTC, HC

AsscciAT- P.I-ESTIc-ATCr(S): Robert A. Viaezskv. MD. LTC. MC

FACIL!-TY: V- .PC I DPT/S,:c: KMU

k~WULATIVE PECASE COST: Acmtv'.Ar~m CO:NTPACT COST: ACCU.':ULATIVE P Y' COST:

FY-83 FCASZE: CUMarCT CosT: L.'PL-Y COST: DATE O. C.'.,i Ap.c'j0-. ...
L_ 4.000 3,500 kmui PRo..a.ss RP.~pr.r

STUY O3J-CT(IV: To explore androgen production in various categories of

infertile men.

TCH.. PPOA.": Measurement of serum hormone levels during tests of

pituitary-testicular function.

Pcsix-v FY-&2: Approximately 6 new patients studied. Data analysis

currently being completed for preparation of new abstract and paper.

.,. 1.3 OF SU3J--CTS STUDIED:

FY-82: 6 TOTAL (To DATE): 80 BEFOP'. CC':LETI: 07 STulY: 100

S I,/U:~s:xp.crD SImE EFFECTS 1.1 SU3.;'CTS PAITIccPAr,:G tri Pij-cT ( IF 1'o::- so STATE):

None

C0."JC:,i I s: Leydig cell impairment is common, but mild, in men with oligo-

spermia. Mechanism of decreased androgens is very complex and heterogeneous.

PUSLICATIO:NS 01 AS TPCTS, FY-32:

Fertility Sterility 38:92, 1982
Additoinal abstract in preparation
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DATE: 15Sep82 UWT ,,3.: 1379 [S,UUS" Ii'i!. X

ST&Rr.x DATe: N/A DATE 0: CU-1-EtTIc:I: N/A

LEY _p.1S: puberty, undernutrition

TITLE CF PROXCT: Effect of post-weaning undernutrition on reproductive
hormones in rats

P?t.C;, NVE-STIGATO.RS): Allan Glass MD LTC MC

ASSOCIATE Iri'ESTIGR cr(S):

FACILI-Y: , DEPl/S':c: Endocrinology-Metabolism
------------- ------- - -------SSUPPLY COST:0$30 .272.5 J 142 R U _R.

FY-E 3 if_.U.: forP.Acr COsT: SIPPLY COST: DATE OF CC--:,1TE hPPRO't. 0;.0 000 15.,_000 ANUIoo PRo--ss REPo.r FB 25 1983

- ------ -------- - ---------------------- ----STUDY 03-JECTIVE: To explore the effects of undernutrition in rats on endocrine
function.

Trv4 .. VA 'PROACH: Measurement of serum hormones and endocrine function
tests in undernourished and control rats.

P,,o.=ss CiUr~t; FY-82: Highly productive. 3 major experiments on testi-cular -unction
in nephrotic rats completed; also 4 experiments on thyroid function in these rats.
Wnrk in these areas onaoing. Also completed study of puberty on low protein diet.
&NS. OF SJECTS STUDIED: N/A

FY-2: TOTAL (TO DATO): BEFORE C '-LETo.! :- ST,-Yy

&PIOEP JW '&XECTED SImE EFFECTS fIf Su1J;CTS PA.TIC IP.TIG IN PRJ-CT( I F .3%1 SO STAT):

None

COncmlUs 13 5:

Effect of undernutrition on endocrine function is highly complex and
does not fit into a single model - further experiments ongoing to
clarify this highly interesting area.

Pu8LcAI,,3s o, Ass pRAs. FY-S2:
Papers published: Metabolism 31:538, 1982

Endocrinology 110:1542, 1982

Abstracts presented: Clinical Research 30:490A, 1982
Am J Clin Nutr 36:xviii, 1982
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DATE: Oct 82 C-:(T V3.: 1380 S: !NrIF -Fv'-,..

STXRTI:. DATE: 19 October 1977 DATE OF COIKETIc:: 30 September 1982

KEY oPDS: Thyroid Hormone, Cyclic AMP, Cyclic GMP

TITLE CF PPOJ.CT: Effect of Thyroid Status on the Hormonally Induced Cyclic AMP

Responses of the Kidney

PRICI.. r -ESTGAT.,R(S): H. Linton Wray, COL, MC

AssccIA-t N-wESTIATR(S): Wayman W. Cheatham,MAJ,MC, Gerald S. Kidd,LTC, MC

FACILI,Y: R1I t DEPT/Svc: Kyle Metabolic Unit

.Iu :L,,.ATiv: rl-D"A . COST: AccIu.m. ATiva CaTP;'ACT COST: /SUJ.,JAIV PPLY COST:
_ $7375 $7,000 -j $38.,442

FY-83 i _LRUSE: CWmmP cr COST: SuM =Y COST: DAE "Ca.-.,,, Ti E. ApPon, 0=
$5 .0 0 0 S3 0 0 0 s6 .0 0 Ti,., uAL, PP oS . ss RiEpcir r U 5 198 3

STUOY U13JECTIVE:
See Attached

IC.i! -vL A.PPRO:ai:
See Attached

PROc"-=ss C.rG FY-82:
See Attached

1-41MA OF SU3.C-CTS STWuD:

FY-82: . TOTAL (To DAT): 22 BFORE Cc:.ftEtIO:- OFF STudY: 30

Se•RIcSuAN'XPECTD SWoz EFFECTS t S 3J--CTS PARTICIPArlnG itt PrJ-CT( IF I'-" SO STAT):

None

Cc:Cujs !oCIS: The delayed water excretion in hypothyroid patients and the decreased

fractional excretion of phosphate in hyperthyroid patients are not associated
with demonstrated changes in renal responses to vasopressin and parathyroid
hormone.

PUSLICATIO"IS OR ABSTRA'CTS. FY-82: Am Soc Bone Min Res (Aba) p S43, 1982 (attached)
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Work Unit No: 1380

Study Objective: To determine if the renal hormone receptor - second messenger
systems of two unrelated polypeptide hormones are affected by thyroid hormone.
By measuring nephrogenous cyclic AMP during parathyroid and vasopressin
infusions in hyper- and hypothyroid patients, it can be determined if thyroid
hormone influence the renal cyclic AMP responses to these hormones.

Technical Approach: Hyperthyroid and hypothyroid patients will be admitted
to Ward 47 for a 3 day study protocol and will be similarly studied after
becoming euthyroid. During each admission the patient will undergo two 3-hour
renal clearance procedures, one with PTH infusion and another with vasopressin
infusion.

Progress During FY82: The data on the N-terminal PTH levels has been
analyzed and compared with the C-terminal PTH levels during PTE infusion
in hypothyroid and control subjects. All study results are being used in
the writing of four papers and to determine the need for future studies. The
PTH infusion data in two patients with borderline hypothyroidism was
published in an abstract.

5
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DATE: 8 oct 82 i - L.,T .: 1381 ___Sirxu: bum

STA TI:.z DATE: 24 May 1977 DATE OF COV-LErTic:I: 30 Sept 1982

KEY b..s: Estrogen, Receptors, Thyroid
TITLE CF PROJECT: Estradiol receptors in rat thyroid glands

PRI:C!?X !.q.STcGATOR(S): Robert A. Vigersky, M.D.

Assoc lATE TrTr.a(S):

FACITY: 6C I DEPT/SVC: Kyle Metabolic Unit
------ ---- ---- ----------- ---- --------------

ACC,:uATiv= MDC0S Cost: kCUU'.i-AT E CC:TPACT CosT: ACMC'LAT[ V SJPPLY COST:
None None - 1$759.

FY-83 I.,C/S E: COQITACT COST: SUPLY COST: DATE (1o- CcF!TEE 5PPR O _

STOY 03JECTIVE:
See Attached

fCpsizs. APPRO,CH:
See Attached

See Attached

149.SER OF SU3jECTS STUIED:

FY-82: Not Appi. TOTAL (TO DATE): BEFORT CC.LETIOW : 07- STu.Y:

SER.1US/U-E:VEED SIZE EFFECTS IMi SU3J'CTS PATICIPATI,G Irl POJ=CTO( M'zzo,, so STATE):

Not applicable

CO:CLUSIC:S: While preliminary studies show that estrogen receptors do exist
in the thyroid of both male and feiale rats which are similar to those of
estrogen receptors in other tissues, the impetus to continue these studies
has greatly diminished thus the protocol will be terminated.

PUSLICATIO;IS m.! ASTRACTS., FY-82: NoNone
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Work Unit No: 1381

Study Objective: To study the nature of the estrogen receptor in the rat
thyroid so that these studies can be used as a model for examining similar
receptors in the human thyroid.

Technical Approach: Determination of the binding capacity, affinity,
steroid specificity, net size and charge, sedimentation coefficient, etc.
of the receptors obtained from the cytosol of male and female rats of varying
age.

Progress During FY82: None
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DATE : 8 Oc t 19 8 C ( Tn NO.: 1382 ISATus:' Nir~rgis IO

STAT.4 DATE: 24 May 1977 DATE CF CUILETIC:: 24 May 1983
KEY lbvas: Micropuncture, seminif erous tubule
TITLE CF p.Oj.jC: Measurement of steroids and fluid obtained by micropuncture from

rats seminiferous tubules and epididymes.

PRIN:CIPAL !w.'SsrCATGR(S): Robert A. Vigersky, M.D.

AssCCATE 1tvEsTrcGAT3i(s): None

FACILITY: MP"C I IJpr/SVC: Kyle Metabolic Unit
- ----------------- - ---------------AcQuxiJLATIVE FEDCASE COST: Cc~U.A(SCN:TPACr oT kCLP-WLATIVS SuPPLY CoST

0 1 0 9,442.35
FY-83 PEWCAS: CONMACT COST: SU.'pt-Y COST: DAE OF- Cc.-:rrrssE (AppoO0

1 22 30 AMA PP0!!q=-SS REPORT HaLLL93
-- ----------------------------------------------STUOY i3Jcr~E

See Attached

M-1'-'4! CA PPROACH:
See Attached

PPr0'1P.-SS DJR~II FY-82:
See Attached

tui. OF &IJCrCs Srurnw;:

FY-82: ~ No a 1. TOTAL (TO DATE): BEFORE CCI'LETION: OFF STUOY:

SERicusAk:EXPECTED SI-DE EFECTS Inl SU3j--CTS PARTICIPATING IM PiOJECT( F fOiSo STATS):
Not applicable.

CaNCL..'SIEnS: A blood testis barrier seems to prevent methotrexate and cytosine
arabinoside from entering the seminiferous tubule. The testis appears to havea metabolic function for adriamycin so that inactive adriamycin enters the
seminiferous tubule fluid.

PUBLICATIONS ea ABSTRACTS. F-82 Riccardi, R., Vigereky, L.A., Barnes, S., Blyer, W.A.,and Poplack, D., "Micropuncture studies of the blood testes barrier to methotrexatein rats" Cancer Research, Vol 42:1617-1619, 1982.
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Work Unit No: 1382

Study Objective: To quantitate the levels of steroids in the seainiferous
tubules and apididymes of the rat and to study the blood testis barrier for
the steroids and other substances.

Technical Approach: Glass micropipets are used to obtain fluid from the
above sites. The focus of last years work has been the completion of these
studies to detect and quantitate the blood testis barrier to the antimetabolite
methotrexate and cytosine arabinoside and to begin studies with adriamycin.

Progress During FY82: The studies on methotrexate and cytosine arabinoside
have been completed and substantial progress has been made towards performing
similar studies with adriamycin. The technical assistance of Dr. Bedanarik
whose HPLC method for detection of adriamycin and its metabolites has made
this work possible. We have found that only the aglycone of adriamycin is
able to penetrate the blood testis barrier thus making adriamycin perhaps
an ineffective agent for testicular cancers.
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D,%rE:8 Oc t 8 2 '!Cal 1. 1T N. 136.

STAPITIX DATE: 22 Nov 1977 DTE iC-- GPETIM:: 30 Sept 1983

KEY UonRDs:

TITLE CF PPOJ,:CT: The effect of. A- -testoac tonie (teslac) in male infertility

PRIn:cPA&. hrrc$TICATC(S): Robert.A. Vigersky, M.D.

AsscctaTE kt,%isTtGATsO'(S):_

FAcILITY: IP$;C DPr/S-,c:

FY-83: 8&lfE C01T-OT: (TO PL CST: DA5 BFR C:',%sTT1or 0.: STUDY: 3

SC-I0S/~:EETE $1o, FFCT00 SU.00CT ::ICPAI:: 1in4U PpoJqsr( '2 5o s10TME)

PPUSICAISS IN ASSYAT8.2 on

SeeAtt58e



Work Unit No: 1386

Study Objective: To improve sperm counts infertility in men with
idiopathic ogliospermia and to study the mechanism by which these men
have diminished sperm counts.

Technical Approach: LRH and HCG tests are performed before and at the
completion of treatment with teslac 1 gm per day and tamoxifen 20 ml per day
orally. Semen and hormonal parameters are monitored monthly as well as
screening for the toxicity of the drugs.

Progress During FY82: An additional 10 men have now been entered into the
study. The results of the hormonal parameters comparing the effects of
teslac and tamoxifen to teslac alone are currently undergoing analysis. The
preliminary analysis of the semen data and pregnancy rate indicates that
the addition of tamoxifen has not substantially improved either. There is
an improvement in sperm count in approximately 90% of the men and a
fertility rate of 35% in the couples.
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DATE: 21Oct82 I 1W UNT NO.: 1391 SrT,Tus- INTri X F.,_L

START;G DArE: January 1978 DATE OF COWLETO.N: 1982

KEy V4OpOS: T3 Receptors

TITLE CF PRoJECF: Regulation of the Initiation of Thyroid Hormone Action

PRIItCE?AL ir.c;TiGATOR(S): Kenneth D. Burma., LTC, MC

ASSocIATE ItVESTIGATOR(S): Leonard Wartofsky, COL, MC, Keith Latham, Ph.D., Yvonne Lukes

FAcILU-Y: ~r- I DEPT/Svc:
kcu.n vATvE POCASE COST: ACCutLAT!VE COTRACT COST: ACCgt,-LPATiVE SUPPLY COST:

FY-83 Ff(SE: CONRACT COST: &JPPLY COST: DATE OF Cai",ITrEE AAPPROVAL OF
_._AL PR%ESS REPORT FE" ,_i.

STUDY 03JECTIVE: To investigate the mechanism by which thyroidhroe exert

their activity.

1 C1*4V..~~ APPROACH: To isolate and purify thyroid hormone receptors from membranes

and nucli from liver and to assess their purity by gell electrophoresis and

HPLC. These receptors are then purified as well as possibl-e.

PROwss D JRiNG FY-82: We, in conjunction with Dr. Latham, have purified Vth T3

receptor and are presently making antibodies against this protein. It appears

the receptor is made of 3 components, a T3 component, a T,1 preferring component

ft. OFU3JECTSSTUDIED: Animal Study and an acetylase perferring

FY-82: TOTAL (TO DATE): BEFORE CO.PLETION O- STUYomponent.

SEPIOUS/UNEXPECTED SIDE EFFECTS IN SUBJ-CTS PARTICIPATIIG If! PVOJECT(IF W.'NE SO STATE):

None

COO::C.US10Is: Receptor has acetylase activity in the amount of 5U,UUu ua±Luss.

PusICATIONs Ot ABSTRACTS. FY-82: Presentation at the American Thyroid Association
September 1981 and paper by Burman, Lukes, Latham and Wartofsky, "Ipodate
and ANS Block Receptor Binding of T3 in Rat Liver", Hormone and Metabolic
Research

60



DATE: 210ct82 I rT NO.: 1393 XSTATUS" INTRN X Fir

STARTILS. DATE: 1978 DATE OCF CWLETION: 1912_ _

KEY Iobws: T3 Receptors/ Fasting

TITLE CF PROJECT: T3 Receptors in Normal and Fasting Rats

PR:CIPAL INVESTIGATOR(S): Kenneth D. Burman, LTC, MC

ASSOCIATE ItIVESTGATM(s): Yvonne Lukes
FAcILIT: MMC DEPT/Svc:

kC tJLATIVE rEDCAS/. COst: A ULATIVE CoGcTR COST: ACM'J-LATIVE SJPPLY COST:

FY-83 MUSE : CoNTRC, COST: LYet COST: DATrE OF CC'.,1TTEE APPRCIA OF
_I__ lA'. PPO':R=ss REPORT FES 2 51

sr$ov 03JCrE: To determine if T3 receptors and TSH receptors decrease
during fasting.

l c. _ppROACH: Thyroid glands are isolated from 20-40 rats ania a 7emogenate

preparea. Ihe membranes are isolated in 1125 and TSH is added. A Scatchard

plot is then performed and number of receptor sites determine.

PROgRess DJRItG FY-82: We have performed studies on approximately UU rats
i Tiiithe -e and fasting period and determined that the number of TSH

receptors increase, although the serum TSH levels decrease.

M 'is sq OF &SU.ThCTS STUDIED: Rat Study

FY-82: TOTAL (TO DATE): BEFORE COZftETION OF STUY:

SERIous/Uf-EECTx o SI-DE EFFECTS IN SU3J=CTS PATICIPATiciG in PNOJCT( IF SO STATE):

None

C O,:.CLU3SIS: Fasting associated with the number of TSH- receptors in fhe Lhyroid

gland.Te are presently investigating the mechanism by which this occurs.

PU8ICtwm~s Ot ABSTRACTS, FY-82:

61



DATE: 210ct82 I V LON(T No.: 1395 STATUS:' INR rcm X Fitw

STARTI.- DATE: 1978 DATE OF C,_eTIOn: 1982

KEY IbRs: Glucose/T4 Conversion

TITLE CF PPOJeCT: T4 to T3 Conversion: Effect of Modulation of Glucose
Metabolism

PRI :CIPAL V.$ZSTI-ATOR(S): Kenneth D. Burman. LTC. MC

ASSOciATE InVESTGAmR(S): Robert C. Smallridge, LTC, MC

FACILITY: MIPC DEPT/Svc: Dept of Med/KKU

Aca LaTIvE RE-OC-E COST: AC CUIA.ATIVE C .rTRACT COST: CCUAULATIVE SuPPLY COST:

FY-0 MUD[SE: CONTRACT COST: SUPPLY COST: DATE OF CcQr'uIr-EE APPROVAL OF,
________ _______ 4#uJ Ppor.Rss REPORTER _aa

STUDY O3JE crIV: To study the mechanism by which glucose enahnces T4 to

conversion in humans and in rat liver.

T CHNiv., A-PtoAcH: Hepatic homogenate is obtained or hepatic cells are isolated
T4 is added to these preparations. The amount of T3 is measured by radioimmuno-
assay. Various modulations both in vitro and in vivo to rats is administered (below,

PRRESS WURING FY-82: We have shown that sulfhydryl groups in glucose increase
enzyme activity and are exploring the mechanism by which this occurs.

f,,LX4M OF S'J3JCTS STUDIED: Rat Study

FY-82: TOTAL (To DATE): BEFORE Co,PLErION o STUDY:

SERIOJS/UNE-ECTED SI.DE EFFECTS IN SU3J-CTS PARTICIPATING Il PROJ-CT(F aN_ so STATE):

None

Co.:cLusrO[s: Glucose enhances T4 to T3 conversion.

PUBLCATIOS OR ASSTRACTS. FY-82: None Yet.

Technical Approach (continued): and determine whether T4 to T3
conversion is altered.
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DATE: 21Oct82 V.UK UMT NO.: 1396 SUmmusU INTERIM X F W..

STARTI .G DATE: 1978 DATE OF CO.LETIO1I: 1982

KEY b.os: T4 to T3 Conversion/Somatostatin
TiTL CF PROJECT: T4 and T3 Conversion: Effect of Somatostatin Administration

PRI;NCIPAL I;IEiSTbaATOR(S): Kenneth D. Rurman LTC- MC

ASSOCIATE INVESTIGATOR(S):

FAcILI-Y: DEPT/SvC:

~CU~JLAIVEi~2CAS COT: Cat'IUAT ive CONTRACT COST: ACCUZIuL;ATivc SUPPLY COST:

FY-83 PUEflCiSE: CONTRACT COST: SUPPLY COST: DATE OF CrY¢ HI-EE i -PROF
ANNUAL PROR-_Ss REPORT F__ __s_ _Se 0 Cc0lrr"- r.R

----- --------------------------------------------------

Sroy O3jP-cIE: To determine if somatostatin alters T4 conversion and T3
receptors and to determine if somatostatin receptors are altered by thyroid
hor one Ie-:ela. I
TEnCHN;.CL APPROACH: Somatostatin receptors are measured in thyroid and pituitary
gland as well as peripheral red cells and white cells. These receptors are
measured and kinetics analyzed in various states of thyroid function.
PPo -Es DwJa.'. FY-82: We have had difficulty developing an assay to measure
somatostatin receptors in thyroid and pituitary glands and we are not sure
at the present time whether it is just non-sepcific binding.

MUf-1.ER OF SUJ,CTS STuIED,: rat study

FY-82: TOTAL (TO DATE): BEFORE CeOLETION, O. S uDY:

SERIOUSAMJ,'ECT e SPOE EFFECTS IN SU3JECTS PATICIPATIeG IN PROJECT(IF S S1 STATE):

Nnn _

CONCLUSIONS: None yet.

PUBLICATIONS ca ASTRACTS. FY-82: None yet.
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DATE: 20 Oct 84 WW UNIT NO.: 1397 I ST,\TUS: IHTERIM X F (%AL

START)&] DATE: 1979 DATE OF CWLETIO:I: 1984

KEY bas: Metabolic Condition/T3 Receptors

TITLE CF PROJECT: The Effect of Various Metabolic Conditions on T3 Receptors
Circulating Mononuclear Cells

PRIP:CIA_ h1WrETIGATOR(S): Kenneth D. Burman. LTC, MC

ASSOCIATE I!VESTIGATOR(W):

FACILITY: ,DEPT/Svc:

kau.W.4TIVi ED O~ST cs: [ACU-.KPLATIvEc CalTACT COST: ACcuM;txAT Eva SuPPL.Y COST:

FY-83 F'EflMSE: CoNTRACT COST: SUPPLY COST: DATE OF CU-.:1IIrEE IPROVAL OF
_ _ _NUA Pposlss REPORT 3

SruvY 03JECTVE: To determine if T3 receptors in white cells are altered in

various metabolic conditions.

.j4;VLA pROACH: The obtaining and separating of T3 receptors by 1i.colI
Hypaque isolation and measuring by Scatchard Analysis of T3 and T4 receptors.

PRORES3. rDeuini FY-82: We have investigated using solubilized and unsolub-Iized
techniques. T3 receptors in diabetes and cirtical illness and it appears that
both of these states are associated with decreased number of receptors.

IJ..R OF SU3JZCTS STuLDIoD:

FY-82: 2o ._ IOTAL (To DATE): 30 BEFORE CONPLETIO, r r STUDY: 50

SERPOUS/UNEEXPECTED SWIoE EFFECTS (N S&3JECTS PARTICIPATIUG IN PPCJ-CT(IF kl'Na SO STAT):

None

Cm.cLuslps: T3 receptors are decreased in circulating white cells.

PUaLICATIOS O ABSTRACTS, FY-82: Manuscript submitted to the Journal of Endocrinology
and under evaluation.
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DATE:300ct82 UN U:T NO. 13 98 JJTUS:'i9r-.ER X F

STRT, DLrE: June 1978 DATE OF C01PLETIC:I: 30 September 1983

KE ;;n Hypocalcemia, oste-oblasts, -cancer

TITLE CF PPoJ-7cT: Studies on the pathogenesis of hypocalcetiia in tumors
associated with osteoblastic metastases

P~rIMC!?AL INIvcSTIGAT'OR(S): H. Linton Wray, COL,MC,_Robert C. Smallridge,LTC,MC
Asscrt~h~vS~cAc.'( Ma rcus Schaaf, M.D,-John Horton, M.D., Wayman W.

kcrvzAc-, cos [ AccuE COST: CC:;TP.ACT COST: AMU'LAT [VE SUPPLY COST:
None INone $8919.

FY-83 FUE~CS: CONTrrACT, COST: SLL'PY COST: IDATE OF Cc--!T-rs_ APPRCY.L OF
$5000 $?000 $2500 1 MUL PPR:=SS REPORT EER2_5 Sa

STUOV 03JECTIVE:
See Attached

l~F'i;vi- A?-Ro..,,-:
See Attached

PRc13sa_: CDjv. FY-82:
See Attached

V41SER OF SIU3JETCTS STUDJiZD

FY-82: 0 TOT,%_. (TO DATE): 0 BEFORE CCo:LETIsrrc 07- Sruv~: 8

SEP[CUS/UNSEXPECTED SIDE EFFECS IN SU3jE-CTS PA'.TICIPATI.!G Irl Picj_=CT(j; SO u SoTATE):
None

Deferred

PUiLICATIONS 0'. 4STRACTS, FY-V.: None
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Work Unit No: 1398

Study Objective: To determine whether the hypocalcemia seen in some
patients with osteoblastic metastases is due to hypoparathyroid, secondary
hyperparathyroidism with an abnormality in vitamin D metabolism, ot an
unidentified humoral substance with osteoblastic activity.

Technical Approach: (1) 24 hour urines for calcium, phosphate, creatinine
and other substances.

(2) Serum for Ca, P04, Mg, alkaline phosphatase,
parathyroid, vitamin D metabolites and other substances.

(3) Calcium and parathormone infusions
(4) Bone marrow biopsais for tissue culture to test

in vitro the cells' ability to incorporate H-proline into collagen.

Progress During FY82: Vitamin D metabolite assays were standardized.
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DATE: 14Oct82 I .U,;,r No.: 1399 ISr,,rAus: !Pr-Ft,,1X Fr: .

STrTI, DATE: May 1978 D,,TE M; CFZrLETIC-I: 30 September 1983

KEY .Ob2s: Parathormone

TITLE CF PRoJZCT: An assessment of parathyroid hormone (PTH) levels in normal
subjects and in patients with disorders of calcium metabolism.

PRI:CPAL h:.TiGATCR(S):H 'L in to n Wray,COL,MC, Robert C. Smallridge,LTC,MC

Assccr.A S hsTicAT"(s):Marcus Schaaf, MD, Wayman W. Cheatham, 
LTC(P), C

FACILITY: VRA"'C i DEPT/S':c: Kyle Metabolic Unit

kCXt "'..ATV-_ 0D CAS~ T: kCCU~rJ%VAT CC:;TPACT COST: f-C0X"'LAT[Vly SJPPLY COST:
None None $9454-

FY-83 :ElCASE: Coa 'Tic COST: SPP.Y COST: DATE O Cc-,;!TEE IhPRCO.V.L O-
$5000 $1800 S300INU,. PRoc'ss REPORT Ei 2 5

STUOY 03Jx.CTIVE: To establish the ranges of serum PTH levels in normal subjects
and patients with metabolic disorders

I'ci IH.w_ APPROACH: Venipuncture for blood samples to measure PTH levels. The
Nichols Institute kit has been utilized in the past. We are now developing
an assay using antisera of ;roven clinical use which has been Provided by

u. PI!F.-':Analysis of data from 75 samples showed the Nichols

Institute kit assay to be of only marginal usefulness.

HUX.ER OF SU3jCTS STUOlED:

FY-82: 30 TorAL (TO DAT): 110 BEFOPE CC.:.i.rTIc0: 07 STUOY: 200

SEPICUS/USk:'EXPECTED SIWE EFFECTS INt SUj3-CTS P.TArrfPAr.':G iri Pc.j-C(IF g'O:- So STATz):
None

CO":CL!JS IC:S:

Deferred

PUSLICATIO'IS o0 ASSTRACTS. FY-32: None

Technical Approach (continued) Dr. L. E. Mallette of Baylor
Medical College.
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DATE: 20 Oct 84 WOW I(T 11b.' 1300-78 STATUS: INTERIM X F %x

SIAqTAMW DATE: 1978 DATE OF CO.LETION: 1982

KEY WobqS: Triiodothyronine/Immunoassay

TITLE CF PROECT: The Development of a Radioimmunoassay of Triiodothyronines

PRI.cIAL INVSTIGATORS): Kenneth D. Burman, LTC, MC

ASSOCIATE InVESTIGATO(S):

FACILnTY: WPC I DEPT/Svc:

kacwi,.-ATivE PCASE CosT: [ACCu"LATiVE CaWTRACT COST: ATIVE S-PLy- T:-

FY-83 PE SE: CoNw-cr COST: SUPPLY COST: DATE OF CCMNITTEE IPPROVAL. O
hJUP kNUIPo-:Rsss REPORT

STUOY ,3.-crE: To utilize rabbits to make antibodieainst--a[-fi-Mones

such as T3 and against more difficult sophistocated material such as TSI, T3

TE04NJ. k*PRO.CH: Rabbits are injected with conjugate and the hapten and they
are bled 3-6 months later.

p-osq-s DiJRirG FY-82: Antibodies are presently being generated against thyToid
stimulating immunoglobulin, the protein which causes hyperthyroidism.

t' O Susz-CTS STUDIED: Animal Protocol

FY-82: None TOTAL (TO DATE): None BEFORE COMPLETION; 0, STUDY:

SERzousAkn!EcmEo SIDE EFFECTS IN SU34CTS PTICIPTI.S M PROJECT(IF MOE SO STATE):

None

Co..cusiotss: None yet.

PUSLICATIONS oR ABSTRACTS, FY-82: None
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DATE: 8 Oct 821 ' Cr U :,.: 1303-78 S,,Tus:__Ft

STAkTI.;; DATE: 9 June 1978 DATE cF CoGtIwLTIC.: I October 1982

KEY ;.;oqs: Hypothyroidism, Drug Metabolism

TITLE CF PROJECT: Studies in the Alterations of Drug Metabolism in Hyperthyroidism

PRlec!?AI.. hCX-3.AT0R'%S): Robert A. Vigersky MD, Kenneth Burman MD, Leonard Wztof sky

ASSCCtATE h-vESTrCA,.(S): .inpph RriRnn n m a11rjAgP' T&P-, nt rian

---------- -- -- ------- -- ---------

A=:cUJ-AT[VE ECCASE COST: kC.ri'.jATV(E CO.;TRPACT COST: ACCU'.'JLATIV- SJPPLY COST:
None None $179.20

FY-83 EFASE: CONTrM.cT COST: S.P-Y COST: DATE OF CC., , .eP, ov--Ei 19
IlAvm, Pa0:-=ss RE_ atr hi. 2 5 1983

----------------- - ---- -------- - - -----------------------
STUDY 03JECTEi:

See Attached

See Attached

PPcsi.s N m., FY-82:

See Attached

HLP!.SEA OF SU34:CTS STUDIED:

FY-82L TOTAL (TO DATE): 2 BrFORE C0.tP.StOc: 0.- STudy: 2

SERICus/U:E-SECTEO SiO EFFEcTs Ir Su3JZCTS PaTIIP6Pr1!G Ir P,'cJC;( iF PoNE so STATE):

None

Co-.NCuSc:sS: Our second year fellow, Anthony Zavadil decided not to pursue
the completion of this protocol and thus we are requesting that it be
terminated.

Put& T[oJoNS 01 A3ST,',CTS, FY-32: None



Work Unit No: 1303-78

Study Objective: To determine if changes in metabolism of drugs used to
treat hypothyroidism are due to the elevated thyroxine levels per se or mediated
through beta adrenergic affects.

Technical Approach: Methimazole and dexamethasone clearance rate will be
determined in ten hyperthyroid subjects before therapy while on beta blockade
and when ultimately euthyroid. Cardiovascular status will be monitored by
assessment of ejection fraction and cardiac output using radionuclide
imaging.

Progress During FY82: None
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DATE: 8 Oct. 8A IVOW UNIT NO.: 1304-78 ISTERIM X Fi:x

STARTJI.G DATE: July 1978 DATE OF COMPLETION: 2-3 ye - __

KEY ,xas: Acromegaly/cardiac function
TITLE CF PROJECT: Radionuclide Assessment of Cardiac Function in Patients

with Acromegaly

PRIt:C[PAL IM.'ESTGATOR(S): Robert. C. Smallridae, LTC MC

ASSOCATE IlVESTIGArO(S): M. Schaaf. M.D.: S. Raible. MAJ MC; D. VanIostrand, LTC MC

FACtLITY: hRAC DEPT/Svc: Medicine/Endocrinology

AccufA COS: CLMAIUATIEECW:TRACTCOST:- AiCCW9ULATIVE SUPPLY COST:
- -1,400.00

PY-83 FUCAS: CONMACT COST: S_1.CQT: I DATE OF CCM".unE: MTE 'PPOALF4... kux. PRos--ss REPORT FE 5.198

STUDY J3J=-CTI\E:To determine whether acromegalic patients have impaired left
ventricular function.

CH4CI4. L'PpROACH: Multigated radionuclide angiography (MUGA) scans are done

before and after bicycle exercise to evaluate cardiac contractility. This
procedure involves injection of 9 9-technetium to label human red blood cells.

PRow -ss DJRIG FY-82: The protocol was modified to study subjects before and
after exercise, to look for earlier evidence of cardiac dysfunction.

.W- .ER OF S63JECTS ST JI;.: Open ended -
S.,all new acromegali,

FY-82:12 TOTAL (To DATE): 30 BEFORE CC.LET[O, OI STUY: a waients

S.RicusAktEECTED Si-DE EFFECTS IN SU J-CTS PA.TICIPATIi:G It Pi.oJECT(IF rO.E SO STATE):

None

COM:CLU$ IO.IS:

Data are being analyzed.

PUBLICATIONS OR ASTmaCTS, FY-82:

None
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DISPOSITION FORM
F r use of this form, see AN 340-15. the propolnent agency is TAGO.

REFERENCE o OFFICE SYMBOL SUBJECT

SGRD-UWH-D Review of Annual Progress Reports (APR)

TO C, Clinical Invest Svc, WRAMCFROM C, Dept Clin Phys, WRAIROATE 10 Dec 82 CMT ILTC Smallridge/cy/63014

1. The following information is provided in response to the reviewer's comments on my APR
for Work Unit 1304-78;

a. The completion date is not open ended. Please note on line two of the APR that a date
of completion of 2-3 years is expected. What is open ended is the number of new patients to
be studied during that time, since the number of new acromegalics who will be arriving at our
institution is unknown. The original protocol submitted and approved in 1978 did not specify
an exact number of patients to be examined.

b. I take umbrage at the reviewer's comment "no conclusion after 4 years!". Had he read
our APRs for 1980 and 1981 he would have seen our conclusions based on our experience using
rest MUGA scans. Our previous APR also referred to our published abstract (Clin Res 28:
198A, 1980). An addendum to this protocol was submitted to the CIS (see DF of 17 Aug 81,
copy attached) and was approved to change our protocol to study patients using exercise MUGA
scans. The conclusions in our 1982 APR refer only to the achievements relating to our
revised study. We are quite pleasedthat twelve patients were studied in the past year, and
do not find it unreasonable to defer any conclusions until more patients are examined and the
data analysis is finalized.

Incl ROBERT C. SMALLI
LTC, MC
Chief, Dept of Clinical Physiology
WRAIR
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I Pi vse1 ofhis Iew. to* ARt 340-15. the ptogie*d ao...y Is TAGCIP4.
REFEat"C! OR OFFICE SY-5B. S~jJCT

S HSWP-MiE Addendum to Protocol, Work Uni* #I 1304-79

To C, Ctin Invest Svc, -R-A= FRO C, Dept Clin Physiology, DATE 17 August 1981 CMT I
W RAIR

1. During the past 2 1/2 years, radionuclide multiple gated acquisition (MAUGA) scans 11ave
been performed on many of our acromegalic patients under the auspices of a protocol entitled
"Radionuclide Assessment of Cardiac Function in Patients with Acromegaly."' A preliminary
report of the data (Nutter, Smallridge, Oetgen, et al. Clin Res 28:198A, 1980) has suggested
that some patients with acromegaly may have imfpaired left ventricular (LV) function. A more
sensitive measure of LV function can be obtained by performing MIUGA scans before and after
bicycle exercise, a technique only recently available at WRAMO.

2. Request permission to change o.~protocol to permit performance cf exercise MUGA
scans. The details of this procedure hdtve been outlined in another Protocol (Work Unit 118051)
and the appropriate methodologic considerations and radiation dosimetry are attached tc this
DF. Also attached is a revised Patient Consent Form for this procedure.

ROBAERT C. SMALLRIDGE, M.D.
LTC, MC
Chief, Department of Physiology
WRAIR
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STARTI. 1DATE:_July 1978 DAE F O*ET0A

KEY Wmas: Thyroid hormone/breast cancer
TTEciF P~oic: Breast carcinoma and thyroid hormone receptors

PRIN;CIPAL 11CVESTIGATOR(S): Robert C. Smaliridge, LTC MC

Assoc [ATE INVESTIGATOR(S): Keith Latham, Ph.D.

Fxma.Iy: .flt DEPT/SVC: Mdc-I--- 12
-------------------- ---

Acamun.TvE iEDCASE COST: [k I..AIVE CONTRACT COST: AcCU.V.L;'T[VS- SUPPLY C13ST:

FY-83 PSE: CONTRACT COST: SUML COST: IDATE OF Cci.mI-rEE APPRCVL 0-
200.00 AnNu.PL PRo-q=_ss RrPORT IE E 1 3

- -- - - ---- -- - -- -- - - -- - --- - --- -Smo OSECIVE: To determine whether thyroid hormone receptors can be
identified in human breast carcinomas

1tCHi*4I..J APPOACH' Breast tumor is frozen in liquid nitrogen and processed
in a receptor binding assay (Latham et al..J Biol Chem 251:7388, 1976)

PR3nss DFi~ing FY-82: Reviewers of manuscript have requested additional data.

NlLXSER OF SMIJCTS STUDjtIJ:

FY-82: -- TOTAL (TO DATE): 5 BEFORE COMt't.ETIO.' OT STUDY: 7

SERiousAkieE~'cTED Sim E FECTS IN SU3,J=ECTS PARTICIPATH.-G IM PioECTr( IF VIN SO STATE):

None

Commi.usrowis: Thyroid hormone receptors exist in breast cancer tiss-ue.
Several additional samples will be examined early in FY 83. Based on
present results, a prospective study is being designed and will be
submitted for review in the near fuxture.

PuSUICATIONS O.i ABSTRaTs, FY-82:
None
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DATE: 21 Oct 8j WOW NIT NO.: 1307-78 STS:NTLmX FAL

STARTI,, DATIE: 1979 DATE OF COnPLETION :

KEy I;WDS: Fasting/TSH

TITLE CF PRoJECT: The Effect of Fasting Upon TSH Response to TRH

PRIM:CI:AL IMVESTIC-TOa(S): Knneth D. Burman. LTC. MC

ASSOCIATE It!VESTIGATOR(S):

FACILITY: .PIC DEPT/SVC:
AccWJLPATIE PEC- COST: ACcumpATiVE CONTRACT COST: C CUVuLAT[vE SUPPLY COST:

FY-83 I'EXASE: CONTRACT COST: SUPPY COST: DATE OF CCa,'ITTEE b PROv SF 3
__UML'.u PP o':.ss REPORT FEB__ 5 1983

STUOY ,3JECTIVE: To determine the mechanism by whic-- Hsece-o-t-TRts
decreased in fasting.

1cwvj. AoPRo.x.: Measurement by immunoassay of hormone os TSH basally and

after TRH stimulation during fed and fasting periods.

PROHqSS JRIN:G FY-82: Various carbohydrate and fat contents have been tel to

patients but they have not been able to stimulate the TSH.response back to

normal.
NXFER OF SU3CTS STUOIED:

FY-82: 1s TOTAL (To DATE): 20 BEFORE Cc:oPLETIO71 OF STUDY: 30

SERIOUS/UNEECTED SI-DE EFFECTS INi SU3J-CTS PARTICIPATJiG IN NOJECT(IF -;N= SO STATE):

None

Co,.:Ci.us I Ots: None

PUBLICATIONS OR ABSTRACTS, FY-82: Forsham Address, Annual Meeting of the iitary
Society of Endocrinology, June 1982
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DATE: 21Oct82 L I,,[T to.. 1300-79 fSTA: NEUP X Fi:
STARTI:.4 DATE: 18 Aux 8 0 DATE OF COLET 1C?1 15 Aua 83

KEY IbRps: HPLC/Iodothyronines
TiTLE CF PPo~JECr: Measurement of Iodothyroriines by HPLC

Pimxtc?AL I-vr:ST[CATOR(S): Kenneth D. Burman, LTC, MC

Assoc LATE INVESrrcArOR(S):

FACILITY: MRAP'C IDEPT/SVC:
kcIX-%LATivE PEDCASE CosT: )Acw~Ut rv CON;TRACT COST. kAcuJ."ILAT Evc SUPPLY COST:

FY-83 FVjE~SE: CairmcT COST. SUPPLY COST: DATE OF CotIT~c APPRovAL OiF
_________ ________ kUAL PPOR=-ss REPORT FEB 2 5 1991

STUDY 1)3JE-CTIVE: To determine if serum T3 and T4 can be measuredi 7ffTC
and to use HPLC as tool to separate proteins that cause autoimmuno thyroid
dis-

1,&TN i r. Ao??aoAai: Either serum extracts or receptor extracts are place on
a column in molecular weight in number of protein peaks determined.

PROG3RESS DuRiNG FY-82: HPLC of T3 and T4 can be performedi in serum and tws-lyeen
performed and correlated well with radioimmunoassay values. We are presently
performing the receptor purification techniques.

MLi*IBER OF SU3JECTS STUDIED:

FY82 s OTAL (TO DATE): 40 BEFORE COW.LETION OF STUD)Y: 50

SEPIOUS/UNEXPECTED Sim= EFFECTS IN SU3jTIS PA.'TICIPATIM~ IN PROJECT(IF RMONE SO STATS):
None

Caxwsoims: HPLC can be used to measure T3 an d T4 in serum as an-alTfernaMive

method to RIA.

PUBLICATIONS Ott ABSTRACTS, FY-82:
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DAT-E: 2 1 Oct 8 lb INIT NO.: 1301-79 SrATUS:' INTER~IM X Fr:
STARTI:.G DATE: 1 Jan 79 DATE OF Ccx'p.ETIOI: 1 Jan 84

KEY VL,-RS: Metabolic Condition/T3 Receptors
TITLE CF PPoJIcT: Effect of Various Metabolic Conditions and T3 Receptors
on Circulating Cells

PRI:CIAL w/srrroRs: Kenneth D. Burman, LTC, HC

AssccIATE 1MESTIroCS):

FACILITY: UWEC DEPr/SVC:
---- ------------------------- ------------ ----------------

----------------------- - ------------------- ----

STU;Dy Q3j;CTI,.E: To determine if T3 receptors in white cells are altered in
various metabolic conditions.

ItrCHNj;.j.. PpROACH: The obtaining and separating of T3 receptors by Ficol
Hypaque isolation and measuring by Scatchard Analysis of T3 and T4 Receptors.

PpRGss Du-ir* FY-82: We have investigated using solubilized and'usitxie
techniques. T3receptors in diabetes and critical illness and it appears
that both of these states are associated with decreased number of receptors.

MluISER OF SU34r=CTS STUDIED:

2082 TOTAL (TO DAT): 30 BEFORE CO*LETION Or STUDY:

SERtOusI'UNSxPFCTED SI-Ds EFFECTS III SU3j'-CTS PAR.TICIPArmfG III PiROJECT( IF N3- SO STATE):
None

Co,1cLUSros: T3 receptors are decreased in circulating white ceL~s.--

PUBLICATIONS OR ABSTRACTS. FY-82: Manuscript submitted to the Journal of End~ocrinology
and under evaluation.
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DATE: 8 Oct 82 U,:,T Vt,.: 1302-79 S(ATUS:
:l Request to extend this toSTAU 1-Z 0,rE: 24 April 1979 DATE C;: LQ ' LET)2:'?4 ,-,,,.i1 IcQAS

KEY 1.S: Hodgkin's Diseasq. Sterility n Gnadal Damage

TITLE CF PROJECT: Prevention of Gonadal Damage in Men Treated with Combination
Chemotherapy for Hodgkin's Disease and Histiocytic Lymphomas

PRIMC!?AL :..!,TITC-A!oRS): Robert A Vigersky- MD- Jeffrey Berenburg. M.D.

ASSCC[ATE ]hVESTICATO,(S) :

FACIL!TY: NR,' I DEPT/S';c: Kyle Metabolic Unit, Hemotology/Oncology

ACC'.:.ATivE 'CASE COST: J ACcUu'ATmVE CCa;TRACT CosT: J AC,.:',j.ATiv- SUPPLY COST:
$3875 1 $11608 $283.55

FY-83 F CSE: CoNIAi.CT COST: SUPPLY COST: DATE 0:- CC;.'.:! T7E APpcv/l 0-
0 $10,000 "l,200. 1o-umL PRo.-ss R.pcr -EEB 25 1983

STUDY O3JECTIVE:
See Attached

rSvee AAptacHh

See Attached

fti~ pt FY-82:

See Attached

f.-3i OF SU3SJ-CTS STUDIED:

FY-82: 21 TOTAL (TO DATE): 35 BEFOR. Cv:.riO": O, Sru-,Y: 50

S&RPi1JrLvc-CED Sio-- EFFECTS III Su3J':-,S PA!TICIP,rlG III Pi oJ-CT( IF PONE SO STATE):

None

C..:CL'JSC:lS: Men with Hodgkin's Disease have pretreatment abnormalities

of gonadal function suggestive of a combined abnormality of both the
pituitary and the testis. This is markedly different than patients with
other malignancies suggesting specificity to the abnormality in Hodgkin's
Disease.

PUSLICATIONIS O' A.STRACTS. FY-V2: Vigersky RA, Chapman RM, Berenburg J, and Glass AR,
"Testicular Dysfunction in Untreated Hodgkin's Disease", American Journal
of Medicine, October 1982.
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Work Unit No: 1302-79

Study Objective: To prevent the germ cell and leydig cell damage induced
by combination chemotherapy in the treatment of Hodgkin's Disease and
Histiocytic Lymphoma.

Technical Approach: Men with the above diagnoses are treated before induction
of chemotherapy with testosterone annanthate 200 ml i.m. weekly for at least
two weeks in order to suppress their testis. Sperm counts and a short HCG test
are performed before and after cessation of chemotherapy (approximately
6 months later).

Progress During FY82: Of the four patients eligible for this protocol
during this past fiscal year only I patient was entered because their was
refusal on the part of two and one had to be treated on an emergency basis.
In addition nine patients with Hodgkin's Disease and eleven patients with
other malignancies were tested with semen analysis and short HCG tests prior
to their therapy.
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DATE: 25Oct82 V4i- UNIT NO.: 1304-79 SrIP.l i m :
STAqr:. DATE: DATE 0F CCWLETION:

KEY WoRas:

TImE CF PPOLzcT: Thyroid Hormones in Cerebrospinal Fluid

PRItzCIAL Im.3i* A-TOR(S): Kenneth D. Burman, LTC, MC

ASSOCIATE Ie'VESTIGATOR(S): P-ente Thompson. LTC. MC
FACILIY: k'J %.I DE T/Svc : KMU

Acc1~IAT lE ~DCI COT: c~t~JLA(VECONRAC Cor: cLuyLAT[vc_ SUPPLY COST:

FY-83 MC 'AS.: CONTRACT COST SUPPLY COST: DATE OF Ca,.'11I-[EE APPROVAL_ 0:
A.NNUAL PRossss REPORT

-i - - - - - - -- -----------

STUOY 03JnIV: To measure thyroid hormone levels in CSF.

HTEcN;V& APPROACH: CSF is obtained from routine clinical sampies anQ 13jT4
leveis are measured.

NRO_ss kJRIf FY-82:

rJN"E R OF SU3,,ECTS STUDIED:

FY-82: 30 TOTAL (TO DATE): 30 BEFORE CC"PLETIO. O. STu OY: 30

SEROUSAJtExECTED SifDE EFFECTS IN SU3JCTS PA.TICIPATI.G IN PnROJCT(IF rNONE SO STATE):

None

CO, _USIO S: T3, T4, and rT3 exist in CSF.

Pus.CArTis OR ABSTRACTS. FY-82: JCEM

80



DATE: 15 Sept 81 1M,, UNIT N'0.: 1308-79 1ST-Rs: IT X -

STA.RTI.J:3 DATE: N/A _ DATE OF CG,LETIO:i: N/A

KEYY..,DS: amenorrhea, stress

TITLE CF PROJECT: Stress-induced amenorrhea in military cadets.

PRI;CIPAL Ib!W.ESTIOATQ.S): Allan Glass MD LTC MC

ASSOciATE IMVESTIGATOR(S): Leigh Wheeler MD LTC MC
FAcILI TY: ,q' IDEPT/S,"C: Endocrinology-Metabolism

- -- I--- -----------------
kcu~u.~rvEI~CAS CST: ACCUIALATIVE CONITRACT COST' ACCUS-1ULATIVE SUPPLY COST:

0 - 0-----
FY-83 FlE 'SE: CONrr.ACT COST: SJPLY COST: DATE o = CC:.,:.-rE i 3V~ p fl, _

---a- a,0 . 1.1.50 _  tNU00 P.RS$ REPC45r __.,_,_"____

-------------------------------------------------------------

STUDY O3JECTIVE: To explore the mechanism of amenorrhea which develops in
female West Point cadets

7ECHa V.P. @PROACH: Performance of ovarian function tests in normal and

amenorrheic female West Point cadets.

PpRoiR3S I:JRIi.s FY-82: Trip to West Point made to recruit volunteers- no
cadets volunteered. One co-investigator has left. Will consider another
recruiting effort in FY-83.
14,13F.4 OF S'J3JECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE CC, LETMI:: 0.- STUy: 15

ScRIOUS/UMtX? ,;ECTEo SIDE EFFECTS Il SU3J-CTS P;.R-ijcp.r; In P,-'C ( IF '::E s*_ s TAre):
None

CO"CLUS tOrlS:

Deferred-no data yet

PUBLICATIONIS oR AsSTRACTS. FY-S2:

None
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DATE: 8 Sept 8 : .cK U Nar tO.: 1310-79 ZiI ;JuS:' 1TERI ,  
1=Xx

STAqTI:.G DATE: 3 July 1980 DATE OF CoItETIc:I: 3 July 1983

KEY ;.:..Ds: Hirsuitism, Cimetidine

TITLE CF PROJzCT: Pilot investigation for the treatment of hirsuitism with oral
cimetidine.

PRI r..cL r:EST .C-AT .RS): Robert A. Vigersky, M.D., Allan R. Glass, M.D., Ira Mehlman, MD

ASSCC[ATE IIESTIATO.(S):_ Nnn_

FACILITY: bqr I DEPT/SVC: Kyle Metab 9 lic UnitS - ------------------------------------------ -

kCCLt!AT IVE rECCASE. COST: A cUcuLeATCV CoNTPACT COST: I ACCLV.:ULATjVcE SuPPLY COST.
0 $22,574 $9.,828.10

FY-83 VLVKr : CONRPACT COST: SUPPLY COST: DATE OF CCi!TT EE fePRcv'-t OF
0- $10 000 2_00 h.muAL PPR' .ZREss REPORr 2 183

STD (33JECrrVE: To observe the effects of cjinetidine in hirsuit women iia-determine
the mechanism of its effect.

1r_.c¢i-.-L PmROc.: Women with hirsuitism are studied with a 24 hour ACTH infusion
Q 20 min. blood sampling for LH and FSH over 8 hours, and a TRH test before and
after 3 months of taking cimetidine 300 ml 5 times daily. Hair growth rate is

Ppo-ss DU'irx- FY-82: An additional four patients have been studied during this

fiscal year. The results of the study on these patients has by and large mirrored
that of the srevious 10 gatients. i.e. aprox. 50% decrease in hair growth rate

149.'ER OF S,3JZ-CTS STUDIED:

FY-82: 4 TOTAL (TO DATE): 14 BEFORS CC.LTIO;; O; STUy: 20

SERICUS/U;.EXPECTED SI.DE EFFEcTS IN SUSJ=CTS PAITICIPATPMG Irl PO.JECT(IF a',o S-:3 STATE):

None

Co;cXu6io2's: Cmetidne is a safe effective treatment of hirsuitism regardless

of the idiology. Its effects are reversable and there is a 50% decrease in the

rate of hair growth.

PUBLICATIOIS 0. ABSTRACTS. FY-82: None

Technical Approach (continued): determined before and while on

cimetidine by shaving and weighing a measured area of hair growth.

Progress During FY-82 (continued): during the time the drug is

administered. A protocol for the administration of cimetidine

and spironolactone in topical form has been applied for and is

waiting approval by the Office of the Surgeon General.
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DATE: 8 Oct. 82 VO( UNIT 1b.: 1311-79 STA US" INTERIM X Ffr:L

STARTI:.G DAre: November 1979 DATE OF COWLETION: 1-2 years

KEY ;s: Subacute thyroiditis/biosynthetic defect

TITLE CF PPoJecT: Assessment of thyroid function and the intrathyroidal bio-

synthesis of thyroid hormone during the acute and recovery 
phases of subacute

thyroiditis (SAT)

PRIKeCI?AL I:VJ .TIGATOR(S) Robert C. mallridge, LTC MC

ASSCcIATE It-VESTIGATOR(S):L. Wortofsky, COL MC; K. Burman, LTC MC; N. Whorton, GS-i1

FACILITY; ,, C DIpT/Svc: Medicine/Endocrinology
------ --- ----- ------------ --- -----------------

kCXIAT[vF MUSEf COST: kavCUvJATIVE CC;ITRACr COST: Acat&vULATivc SUPPLY COST:

FY-83 FMASE: CONTRACT COST: SIPPLY COST: DATE OF Ca,.NITTIEE AkPR or-
S-oO00.O0 12,500.00 .VUAL PoR-:ss R-PORT 25 1983

--------------------------
Srjov Q3J~crzvE: To determine the frequency with which an intraE-i5T7-'5rosyn-

thetic exists in SAT, what the HLA type of SAT patients 
is, and whether

.i-ter rea- amy peAict tbh nentir, fnle of permanent hypothyroidism

C-'I',,VLJ APPROACH: Blood tests and fluorescent scans are done every 4-6 weeks

until the disease resolves. A 3-hour RAIU with perchlorate discharge is

ni9 at and of st11dy. HLA tyoin is done in tissue typing lab.

PROqr:Ss DRir;o FY-82:Four new patients enrolled in study and are being followed.

HLA typing has been completed on 13 subjects.

PW,.S.R OF SUSJECTS STUIED:

FY-82: 4 TOTAL (TO DATE):_16 BEFORE CO.PLETION O STU._Y: 4 more

SERIOusA/UIEXPECTED SI.D- EFFEcTS IN SU3J=,CTS PARTICIPATIG IM Pi ,JECT(IF I-1,N E SO STATE):

CO""CLUS3 OIS: Several patients have profound hypothyroidism and biosynthetic

defects. HLA typing data are presently being analyzed.

PUBLICATIONIS Om ABSTRACTS. FY-82:.
None
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DATE: 8 Oc. 821 ,W UNT NO.: 1313-79 STATUS:" [TRIM X F i;-:.-

STARTI:. DATE: November 1979 DATE OF CWLETION: Indefinite
KEY VbS: TSH/radioimmunoassay

TiLnE CF PRO.JEcT:
A Radioimmunoassay for Human TSH

PRIP:CEPAL bLEJT!GATOR(S): Robert C. Smallridge, LTC MC

ASSCmIATE 1JVESTIGATO(S): R.C. Dimond, COL MC; Nancy E. Whorton, GS-11

FACILITY: , If'EC DEPT/SVC: Medicine/MetabolismT - - -. - - --. ... ....--. ... --- -- -- -- -- --- Z.. . . .. . . . .

ACCUILATIV. EEEC-, COST: ACCuIm.ATiVE Cc:1TRACT Cosr: ACCI",ULATIVE SUJPPLY COST:

FY-83 i"CASE: CONTRACT COST: S&PLY COST: DATE OF CU,.IITTEE APPROV .F
... ... $500.00 AmU PRo R'ss REPORTEB 2 5 1983

STUDY 03JECTIVqEOngoing need for sera from hyperthyroid subjects to maintain
RIA support of human research studies

tCHN -VJ. AROACH: Venipuncture

PW.'3ESS DJRIlG FY-82: Sera was obtained from two volunteers.

J1BER OF SU3JECiS STUoLD:

FY-82: 2 TOTAL (To DATE): 8 BEFORE COM4aLETIO( O.:F STUY: 2/year

SERIOUSA JI-OECTED SIDE EFFECTS IN SJ3J-CTS PARTICIPATIiG IN PROJECT(IF I.'0;- SO STATE):

None
COicLUS (OS:

None expected

PUBLICATIONS z ASTACTS, FY-82:
None
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DATE: 250ct82 Ij Iir LT tbO.: 1314-79 STATUSi INTERIMI X F :A _

STARTI,.'G DATE: DATE OF Co-LETION:

KEY IynS: Ipodate/Thyroid Function/Fasting

TITLE CF PROJECT: Examination of the Effect of Ipodate (oragrafin) on

Thyroid Function

PPIf:C[?AL 1IrEST(GATOR(S): Kenneth D. Burman, LTC, NtC

ASSCCATE I;VESTiGATOa(S): Robert C. Smallridge, LTC, MC

FACILITY: V-C DEPT/Svc: Dept of Med/KMU/Endo? Dept of Physio

kct-mLATtvE ( EOCMS COST: kaCCUotAT EvE CGNTRACT COST: ACCMULATIEVE SiPPLY CMST

FY-83 FEDCASE: CONrACT CosT: SUPPLY CosT: DATE OF CC".NITTEE APRAL OF
Nm,,uA PoR=ss REPORT

STUDY OBJECTIVE: To determine if Ipodate administra'tion -- aters-T5SbWyrs.

TFcHN-VJ_ A-PPO.H: Ipodate is administered both in the fed and tasting periods
and L3/'4 Ievels are measured.

PRost3s DJRit r FY-82: Approximately 25 patients have been studied and it has

been determined that Ipodate inhibits inter-thyroidal and inter-pituitary
T4/T3 conversion. TSH response to TRH increases with Ipodate is administered.

N,.SER OF SJ3JZ3CTS STUDIED:

FY-82: 30 TOTAL (TO DATE): 30 BEFORE COC vLETO{ W- STUDY: 40

e-PIOZJS/UIEXPECTED SI-DE EFFECTS IN SU3j-CTS PARTICIPATI;G Itl PPOJECT(IF PnONE SO STATE):

None

CO cLusrOMs: Ipodate alters extra thyroidal conversion, especiaiiy o=curr ng
in the pituitary and that Ipodate decreases TSI basal levels and response
to TRH.

PUBLICATIONS O ABSTRACTS. FY-82: Manuscript submitted to the Journal of Clinical
Endocrinology

Progress During FY-82 (continued): This effect of Ipodate is
blocked by T3 administration.
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DAT: 8acr 82 V0,K NI V.: 1315-80 Sum_____ j

STA.T.G DATE: 13 Nov 1979 PATi'E OF CGIPLETICi: 13 Nov 1982

KEY to.ns: Sex Steroid Receptors, Thymus
TITLE CF PROJECT: Sex Steroid Receptors in the Mouse Thymus

Pv?.i hwi$TIGATrzS): Robert. A. Vigershy, M.D.

ASSCCIATE IESTc-AT. (s) :

FACILTY: .WC ID EPT/S:c: Kyle Metabolic Unit
------ -------- - ------- ---------------

kCCi'-8tATIV_0 ;DC Cost: ArC r.i.*lATivE CONTPACT COST: AC'CIL.UI ATIs LY COST:
$2850 . $None $i66.il

FY-83 JEASE. ComMAcT CoST: SUPPLY COsT: DATE OF Cc';,u!EE AppeoyL 0-
;hmu,, PRO..Ess ,e-Pcr* dF 2 5J 98 ...

-------- ---- - --- ----------------------------STuav Q3JECTIVE :

See Attached

1"Cw ' VL ,OPPOACH: See Attached

PRos..E.s tup.i: FY-82:
See Attached

14-..R OF SU3JEZCTS STucOED:

FY-82: Not Apl. TOTAL (TO DAT-): BEFOP CC.PSTO", oF Sruy:_._

SERICUS/::EXPECTED SlDE EFFECTS INl SU3J'CTS PA.TICPArI.G IN P,.JECT( F gzo-, SO STATE):

Not Applicable

CO::CLUSI CS: An androgen receptor defect may be present in the male NZB
mouse thymus and this may be linked to immunologic problems in this

mouse model.

PUS~LCATlO:JS 0m AsSTflACTS FY-2: Vigersky RA, Raveche ES, Tjio JR, and Steinburg A.
"Murine Thymic Androgen Receptors II: Comparison of NZB to Normal Mice",
Journal of Immunopharmacology,in press 1982
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Work Unit No: 1315-80

Study Objective: To determine whether there are receptors for testosterone
and estradiol in a mouse thymus gland.

Technical Approach: Normal and NZB mice are used to determine the presence
or absence of cytosolic and nuclear receptors in their thymus gland.
Thymucitu is homogenized and centrifuged and the cytosol is used in studies
of binding of estradiol and dihydrotestosterone.

Progress During FY82: No further progress was made on this protocol during
the past fiscal year.
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DISPOSITION ImORM
For use of this form. m AR 340-11; the proponent e vc is TAGO.

REFERENCE ON OFFICE SYMBOL SUBJECT

HSHL-ME Protocol #1315-80
TO C, uGI FROM Robert A. vigersky, MD DATE 4 Feb 63 CMT1

Dr. Vigersky/ecc/61793

1. We wish to keep this protocol active so that future studies can be expeditiously
performed based on current work on techniques being developed at this time.

2. No budget is requested for FY 83.

ROBERT A. jGER KY, M.D.
LTC, MC GE
Assistant Chief, Endocrine-Metabolic Service

88

A US 2496 , SOITIONS WILL 3, USEO . QC/tm29Mm UtisG CIrIU : 142*71-7,1

! A X1629



DATE: 25Oct82 1 ORK UM(T No.: 1316-80 IST,us" lfTERIM X FinAL

STARTI.G DATE: DATE OF CW, LETIOI:

KEY tb. S:

TITLE CF PPOJCT: T3 Receptors in Human White Cells and Liver

PRIP;CIA_ JIM;ESTIGATOR(S): Kenneth D. Burman, LTC, MC
David Peura, LTC, MC, Leonard Wartofsky, COL, MC, KeithASSOCIATE (iMVESTIGAT01(S): T. .1h?1' - p1hn x. yi.vi_ nj,,b

FACILITY: W ,1C 1 DEPT/Svc: Dept of Med/Endo/DIU/DCI/GI
-- -- --------- ----- ----- ---- -

kCXLCUATIVE EDCA COST: Acw4u-,TivE COTRACT CoST:-r ACCLULATIVE SUPPLY COST:

FY-83 EO SE: CONTRACT COST: SUPPLY COST: DATE O- CCMIITTEE APPROVAL OFi
_______ PRO.-zRSS REPORT Ff A 2 5

STUDY O3JECTIVE: To determine T3 receptor activity in human liver, nfuafe-
preparations, and membrane preparations and to see if they correlate with

I H4!CJ. APPROACH: Nuclear and membrane receptors are siolated by ultracentrifugation
techniques and radioactive labelled T3 or T4 is added to these preparations and
th plarpmt1nt cmrves are performed.
PPomtrEss DUItlG FY-82: Three patients have been studied and the preliminary
results indicate that the binding is similar to that obtained in earlier
studied of peripheral white cells.
NlASE OF SU3JECTS STUDIED:

FY-82: 5 TOTAL (To DATE): s BEFORE CO.MLETFON OF STUDY:

SERIOUSAJEX'ECTED SI-pE EFFECTS IN SUMJ-CTS PAITICIPATIWG Irl PROJ-CT( IF n-' SO STATE):

Nonp
CO.ICLU31iS: T3 receptors exsist in the thyroid gland.

PUsLICATIONS Oa ABSTRACTS, FY-82: None yet.

89



DATE: 8 Oct 82 ,'r t:O.: 1317-80 Sr,.TUS !tr~R .,t Fr;.. X

STAkT!:.G DA E: 11 December 1979 DATE cF COtLETICM~: 1 October 1982

KEY ;ps: Hirsuitism, Adrenal, Androgen

TITLE CF PPOJ-CT: Investigations of the Idiology of Idiopathic Hirsuitism

PPP:c!PA I.Mr, rTC-ATCR(S): Robert.A. Vigersky, M.D.

ASscc[ATE INVESTMC'AT.(S):

FAcIL!-Y: 9.'C - I DET/S'c: le Mrhp Uir nit-

NoneIV CGTT: [ :.AV CC:;TPACT COST: t CL":'JLATrVE SUPPLY COST:
None 5800 IP None-

FY-83 FCEJSE: CONTACT COST: SUPPLY COST: DATE OF CC''-rs!TTEE APPRCVAL OF
___________ __________ kJUAI. PmR%.-S3 REPORtT_______

------------------------------- - ------------------------------- 
-

STUoY O63j=_CTIVE:
Study Objective: To determine whether women, usually classified as
having idiopathic hirsuitism, have a subtle defect in adrenal steroid-
genesis. This would permit the rational treatment of these patients with
dexamethasone suppression of the pituitary adrenal axis.

Technical Approach: Infusion of ACTH over 24 hours with free- and post-

ACTH measurement of adrenal steroids in the urine and plasma.

Progress During FY82: No further progress in this protocol has been made.

FY-82L on TOTAL. (TO DATE): 10 BEFORE C0.,PLETIO: O. STUTY: 10

&SERICUS/U:NEXECTED SIDE EFFECTS Vfl SU3J'CTS RPATiC P,:G mt Pi,-J-CT(IF VME SO" STATE):
None

Co':cLus sC:,: Few if any patients with idiopathic hirsuitism have mild forms
of congential adrenal hyperplasia.

PUSLICATI OIS 0: ASST ACTS, FY-V2: None
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DATE: 2SOct82 4l~O UNI T tt.: 1319-80 STATUS" lNrERI X F

STRTI DATE: May 1980 DATE OF CCILETION: May 1984

KEY Ibpjs: Cystic Mass/Thyroid Gland/Thyroid Hormone-

TITLE CF PPOJECT: Does Thyroid Hormone Administration Decrease the Size of

Cystic Mass in the Thyroid Gland

PRIMAL IIWESTIGATOR(S): Kenneth D. Burman, LTC, MC

ASSCCIATE IfVESTIGATOR(S): Robert C. Smallirdge, LTC, MC

FACILITY: VRWC -DFPT/Svc: Dept of Med/Endo/KMU!Dept of Physio WRAIR

kAC.-U.ATIV= EODCAS COST: ACCUt-LATiVe CC:;TRACT COST: ACCUMULATIVE SJPPLY CoST:

3,000.00

FY-83 " M SE: CONTRACT COST: SUPPLY COST: DATE OF Cc'.rIT-EE APPROI/AL OF
_a u&L PROs-ss REPORT F 2

SrT;0y )3jEC7rfvE: To determine whether thyroid hormone administration a~ters
the effects of cysts development in the thyroid gland.

lt0c2*,!CA 9PPROACH: Patients are randomly allocated to administration of tryroid

hormone or not and sonogram evaluation of whether the thyroid cyst altered.

Ppos.--s .i[m-r, FY-82: kpproximately 10 patients nave been inctuded it tls

study and it appears that thyroid hormone thus far makes no difference in

increasing resultion of cysts.

MWIA.5j OF S'J3jECIS STUDIED:

FY-82: 10 ToT.. (To DATE): 15 BEFORE CC1PLETI0 Op STUDy: 30

SERIUS/UNEXPECTED SI-DE EFFECTS IM S'UJ=.CTS PARTICIPATING IN POJ=CT(IF (1.,- SO STATE):

None

COcLUS nS: Preliminary studies indicate that thyroid Iormmon dues n&ot
make any difference in influencing the resolution of cysts.

PUBLICATIONS oa ABSTRACTS, FY-82: None yet.
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DATE: 2SOctS2 1320-80 S :fRIM YX F

STARTI:.G DATE: 1 January 1981 DATE OF COKLETIO.'I: 1 January 1984

KEY ;..vs: Cyclic AMP/Glucagon

TILE CF PROJZCT: Cyclic AMP Response to Glucagon

PPI cctP.i_ l -STATOR(s): Kenneth D. Burman, LTC, MC

ASSCIATE IMVESTIGATOa(S): H. Linton Wray, COL, MC, Vincent Butler

FACILITY: VW 'C DEPT/SVC: KMU

ACCIX.LAtt1vE IDCS COST: Acct2-tA.AT(VE CONZTRACT COST: ACCUMULATIVE SUPPLY COST'

FY-83 V'.CASE: CONrACT COST: SPPLY COST: DATE OF CY'.?IEE -PR O_
_ _NUAL' Po-_--ss REPORT Pb2 5 19 1

- ------ - ------------- -- - - - - - - - -

STUDY O3J=CTIVE: To ascertain f during te-faststainTas--ycic-AMP
rtris 1lucagon is altered.

1MCH i!.G*,L APPROACH: Glucagon is infused in doses of 1-3 ng/Kg/min and cyclic AMP is
measured as formed by the kidney and excreted in the urine. Cyclic AMP measurement
is performed by specific radioimmunoassay and glucagon is noted to increase

PROGpsq-SS WRPING FY-82: Preliminary work has been done to optimize the assays for

cyclic AMP and thyronine hormones. No subjects have been studied yet.

PISER OF SUBJECTS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE CUPLFTIC, OF STU3'Y: 20

SEPrIOUS/ E PIECTED SIDE EFFECTS INI SU!JECTS PARTICIPAT!iG IN POJECT(IF ;:,,E SO STATE):

None

CON'CL S IONS: None yet.

PUBLICATIONS OQ ABSTRACTS. FY-82: None yet.

Technical Approach: continued

this response. The question of this study is whether the

response is decreased . fast.ng patients.
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DATE: 25Oct82 I Tamr 40.: 1321-80 lTus: INTERIM X_ Fv:,.

ST,VRTI:.G DATE: DATE OF CDLETc0I:

KEY 1;09JS: TSH/Physiologic States

TITLE CF PROJECT: TSH Receptors in Physiologic States

PPIP:C!PAL IESTGcAT.R(S).: Kenneth D. Burman, LTC, MC

ASScCtATE IW0ESTGATCR(S): Yvonne Lukes, Robert C. Smallridge, LTC, MC

FACILITY: V291C," DEPT.SVC: Dept of Med/Endo/kM/DCI

k-?-Tf'urvE NDCASE CosT: Accuv-TtrvE CrO:;-RACr COST: AC.UAI~SPL or
3 000,00 I

"in-diebates and fasting.

TECH ,-.-L ?PROACH: Thyroid glands are isolated from rats that have been rendered
diabetic or fasting and compared to those obtained during the fed period.

PRO-ss DJuIiG FY-82: The studies have been completed and have revealed that TSH
levels decrease in fasting and diabetes and that the receptor levels increase
but this increase is not associated with an elevation of thyrroidal cyclicAMP.
M RIBER OF SU3JECTS STUDIED: Animal Study

FY-82: TOTAL (TO DATE): BEFOR- CcWLETIO, OF STUOY:

SERIOUS/UIEXPECTED Si-E EFFECTS 1I.l SUBJECTS PARTICFPATIOG Il PROJECT(IF NONiE SO STATE):

CO,:CLU Iois: TSH regulates it's own receptor.

PUBLICATIONS OR ABSTRACTS. FY-V2: None yet.
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DATE: 250ct82 1 110% I NT NO.: 1322-80 Sh'vUSi INTRIIXFi::.

"TARri. DATE: 1 August 1980 DATE OF ,,JLETIO|: 1 August 1983

KEy JOS: Calcitonin/Nitroprusside/T3

TITLE CF PROJECT: The Relationship Between Calcitonin, Nitroprusside and T3.

PRINCIPAL lI':F.STICATOR(S): Kenneth D. Burman, LTC, MC

ASSCCIATE hVESTIGATOR(S): Phyllis Kesler

FACILITY: K,, DEPT/SVC: KMJ

ACCuIIJATiv UVNC:TRACT COST: ACCUV.ULAT I E SUPPLY COST:

FY-83 I'CASE: CONTRACT COST: ,&WPPLY COST: DATE OF CU-'IT7Ef APPRov / OF
ANNUAL PRO' R-SS REPORT FR__21 _1OR

STtUDY j3,j;:CTIVE: 0o determneif cacion ad mitroprusside infii~oda
conversion of T4 to T3.

TEcj.i;cP. A.PRo.Aa- Liver homogenates are isolated and incubated with unlabelled

thyroxine and the amount of T3 converted in assessed by radioimmunoassay.

PRosqiss DJRING FY-82: Preliminary results indicate that the above compounds,
specifically calcitonin and nitroprusside do not inhibit conversion of
T4 to T3 as was hypothesized.
MiNISER OF SU3JECTS STUDIOED:

FY-82: TOTAL (To DATE): BEFORE C .wrPE , o- S-rw,.ov.:

SERIOUS/UiOECTED SI.E EFFECTS INt Su J-crs PA.zTiCIPi-rifG IN PiROJECT(IF :.?;E SO STATE):

CO:,'-LUSIoNS: Nitroprussde and calcitonin do not inhibit T4 to T3 conversion.

PUsLICATINS OR ABSTRACTS. FY-82:
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DATE: 250ct82 I 'b .N1 T Nla.: 1Z23-80 ISrrs: [TERIJ X Fi.

STARTI,G DArE: August 1980 DATE OF COM-LETION: August 1983

KEY {Vs: TSH/Receptors

TITLE CF PPOJECT: TSH Receptors in Human Tissues

Pt:CIAL I.1E$TIGATOR(S): Kenneth D. Burman, LTC, 4C
Yvonne Lukes, Harold Feuster, Cyndy Ewel, mhomas

ASSCc[ATE 1tMVESTIGATOR(S): Fle- D Rciard WaIon- .nilian Davis

FACIL ,-v: WRA- I DEPr/Svc: DCI/!.fU/Surgery

Accu&'.,_T iv=_ MEDCASE COST: Accu-mAATiva CONTRACT COST: CCUM'ULAT I V SUJPPLY COST'
8,725..74

FY-83 icCSE: CONTRACT COST: SUir.Y COST: DArE OF C,' ITTEE APPROVAL OF
AN__kNUAL PROSREss REPORT FEB 2 5 1983

- ------- ------- -------------------- - -

STUDY 03JECTIVE: (1) To measure TSH receptors inGrvsdxn -ticgTe
and normal tissue, (2) to use TSH receptors to measure thyroid stimulation
prntping in rravp' jx haghimoto's. normals. (3 to measure and compare

TncHNrc.L, APROACH: (a) a, B, he-per, suppressor cell antibodies used to determine
by fluoroescence percent of cells that are specific variants in sera and
thyroid glands, (b) radio receptor technique of TSH binding used to determine

PRONwqss N.J'm-, FY-82: Basic techniques have been developed and we are presently
measuring and have been able to determine beta receptors are present in thyroid
membranes and we are presently determining whether purified thyroid stimulating
t"SER OF SUAJECTS STUDIED:

FY-82: 5 TOTAL (To DATE): 10 BEFORE COPLETMc, OF STU.tY: 30-40

SERIOU$/UM;,*ECTEO SI.DE EFFECTS Im SU3JECTS PAITICIPATI.G IrT PPOJECT(IF INE SO STATE):

None

Co .CtU3sOS: (1) Beta receptors are present in thyroid glands, (Z) probaouy
=S1dsplaces binding of TSH and beta receptors, (3) thyroid glands are
infiltrated with abnormal amounts of T and B cells in Graves' disease.

PUBLICATIOS O As s, FY-82: None
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Work Unit #1323-80

Study Objective Cont'd:

a and B cell levels and function in peripheral blood and glands of n/s,
Graves', hashimoto's, cancer, and other thyroid diseases, (4) use hybridoma
antibodies against Graves' proteins and TSH receptor probes in ascertaining
thyroid antigens relationships.

Technical Approach Cont'd:

effect of a and $ cells and their interrelationship in normals, Graves',
etc., (e) thyroid membranes alsoto be used for beta and alpha receptor
memner, (f) IgG and TSH receptor hybridomas antibodies to be used to
ascertain effect of A - E.

Progress During FY-82 Cont'd:

immunoglobulin may displaced these binding cites.
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DATE: 15 Sep82 I 14WtUNIT NO.: 1324-80 }--STATus:' [NTERIM X .-!
START1%G DATE: N/A DATE OF CPLETIC0I: N/A

KEY WoRos: clonidine, catecholamines, pheochromocytoma

TITLE CF PROJECT: Suppression of plasma catecholamines by clonidine

PPICIPAL I.WF.ST1CATOR(S): Allan Glass MS LTC MC

ASSOCIATE 4!VESTIGATO(S): Kristen Raines MD CPT MC

FACILITY: I De/Sc Endocrinology-Metabolism
--- ----- ------

AcctLUm._ATIVE iCA CosT: [ACcuL-ATIV COa;TRACT COST: ACCUL'UL"TIVE SJPPLY COST:

FY-83 f'12ASE: CONMcT COST: SuPP COST: DArE OF CC.,ITTEC APPo-ix 0F
__ 2,000 4,000 - O,~ R -.ss RgEPORT FED 2- IO

-------- --- ------ - - ----------- - - - - -

STUDY N3JECTIVE: To evaluate the clonidine suppression test as a meafns---
diagnosing early pheochromocytoma

MCHN.& A.PROACH: Measurement of plasma catecholamines before and after a

single dose of clonidine.

PROgress NRIr:G FY-82: '4 subjects studied. Original theory validated by
publications by other investigators. Revised protocol not started pending
final apprval fxom Johns Hopkins.
tiWsE OF JS&J3iCTS STUDItD:

FY-8: 4 ToTAL (To DATE): 4 &-FORE Cce'PLETO' O; STuDY: 20

&RIOUS/&IkEXPECTED SI.D EFFECTS IN SJ3j-CTS PARTiCIPArm';G Irl PioJCT(iF lO,: SO STATE):

Moderate hypotension in 2 subjects after clon.idine - no sequelae

Clonidine does not suppress plasma catecholamines in patients
with pheochromocytoma- our results in a very small number of subjects

confirm the data recently published by others in several articles. No data
on revised version of study.

PUBLICATIONS oa ABSTRACTS, FY-82:
None

97



DATE 2 1Oc t 82 W, MNI T U-3.: 1325-80 . Srxus:- INtTERIM iA

STA.RTI*.G DATE: M~ay 1981 DATE OF, CWLETCU:

KEY 1 oP.as: Thyroid/Acetylase
TITLE CF PPOJECT: Nuclear Acetylase Activity and Thyroid Hormone Receptors
in Normal, Hyper, and Hypothyrid Rats

PRZIMCE,?AL IMESTICATO' Kenneth D. Burman. LTC- MC

ASSOCIATE IP!VESTIGATOR(S): William B. Fears, MAJ, MC, Keith Lathan, Ph. D.

FACILITY: VPPRWC I DEPr/S%/c:'
--------- 

---------- --- I---------------------------

_______ 4UAL PRo.Rss REPORT Fz&a2ss3m 1--------------------------
STUD-vY 'J-3J:_CTIV-E: To determine- if acetylase activity in rats is altered by
thyroid'hormone administration.

TECM4C.. Appo.AMo: Various doses of T3 and T4 were admini--tered to rats
for periodJs of approximately 2 weeks and liver and white cells are isolated
and the amount of acetylase activity determined by radiolabel.

Pma Rzss WRN FY-82: Studies have been completed and the preIifffTT?7Te~stts
indicaUte TUNT 1s administration does increase thyroid hormone action.

Pusi OF SoJ3J.~Cs S-imiED: Rat Study

FY-82: TOTAL. (To DATE): BEFORE COWLETI..s 0;' - STUD-Y:

SEPjOS/UIEXPECTED SIDE EFFECTS IN Su3j--cTS PAR2TiCIPATIRG M~ PROJECT( IF NZONE SO STATE):

None
C)Co'c'slns: T3 increases acetylase activity.

PuuBLcATIO4s alt AsSTACTS, FY-82: Abstract, American Thyroid Association, 19S-1
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DATE: 2SOct82 WW UNIT 00.: 1326-81 IS,,TUS: kIr x F : ,

STARTI:; DATE: 1 December 1981 DATE OF CW-LETIN: 1 December 1984

KEY tMOS: Nibbling/Gorging

TITLE CF PROJECT" Nibbling vs Gorging

PR[P;Cii.. I!F.STIGATOR(S: Kenneth D. Burman, LTC, MC
Robert C. Smallridge, LTC, MC, Leonard wartofsKy, COL, MC

ASSOCIATE |NVESTIGATOR(S): 13 rT, n 1. C1 MTnn 44A.T. 'C

FACILITY: I,"f-C DEPr/Svc: KMU
k=UAxIuTLvE PEDCASE COST: AccuouArve CON;TRACT COST: AC6'JLAT1VE SLPPLY COST:

3,000.00 1
FY-83 MUE1TJSE: CONTRACT COST: SLWPLY COST: DATE OF CC 1MTEE fPROV O

h UA PRORSS REPORT FEB~ 5 1993

STUOY 03JCTIVE: TO determine if eating the same amount of-ca1orie per ay

in different proportions causes difference in fuel substrates.

T CHtjN.. A$ppROACH: Patients are randomly allocated to eating a given calorie diet,
either with one meal per day or divided into three or four meals oer day. In
addition, the time of the meal in varied. During each of these periods thyroid

PRO'SRESs D)JRiIG FY-82:

ItLM4ER OF SUJ3JZCTS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE Co.PLETiO.' 0,- STU7,Y:

SERIOU$s/UXPECTED Si-DE EFFECTS IN U3,'-CTS PAR.TICIPATIRG iM PROJECTCIF NONE SO STATE):

Co,.CLUS IONtS:

PUBLICATIONS OR ABSTRACTS. FY-82:

Technical Approach Continued: function tests and metabolic

substrates are measured.
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DATE:8 Oct 82 I NC.( L,;[ t3.: 1327-81 Z Ir,;IIJ s !-,i .. L. * "..

STARTV.G DATE: 10 July 1981 DATE OF CYPLETIC: 10 July 1984

KEY I.DS: Sex Steroid Receptors, lymphocytes
TITLE CF PPOJ CT: Sex Steroid Hormone Receptors in Human Lymphocytes

PP :I:C!P . IMr. $TscATOA(S): Robert A. Vigersky, M.D.. Jeffrey L. Berenberg. Jimmy Light

ASSCCtATE IHVESTrCAT?.(S): David Poplack, MD, Julie Blatt (at NIH)

FAC7LI,Y: VIA"C I DEpr/S:c: Kyle Metabolic Unit + Transplantation Svc

A=-vUALAtLvE MOCAS COST: k=-uV...A.tivE CC:;TRACT COST: k0C!X:ULATIVSz SUPPLY COST:
5162 None S2302:54

FY-83 ',ME: CoNimACT COsT: SUPPLY CosT: PATE OFF CkO.:T'EPPOV eL 0.:
0 3, 000 - J .000 P.-NNUA.L Ppo--ss REPOT FU 2 5 1983

STuOY 03JECTIVE:
See Attached

See Attached

PROVsis Cu.=.tr FY-82:
See Attached

14-.,BE- OF SJi3j.CTS STUDI ED:

FY-82: 15 TOTAL (To DATE): 25 BEFOR- CCO.PLETM:: 07 STU.,Y: 120

&PIvjS/':)CTD SiDo EFFECTS I:n SJUJ--CTS PATcIrPArj!G IN PN-J-UC( SO flo:. sD STAT):

CO-:CL!Js1czS: Androgen receptors and detectable and quantifiable in the lymphocytes
of normal men but not normal women and estrogen receptors are detectable and
quantifiable in the lymphocytes and normal women but not normal men. The
quantity and affinity of receptors for the sex steroids appears to be the
same in men with a variety of endocrine disorders.

PUSLICATO S O AS3T,CTS, FY-V: 1. Vigersky, RA, Rick MK, Cole D, Shohet R, Light J,
and Poplack D. "Androgen Receptors in Human Peripheral Lymphocytes",
Journal of Clinical Endocrinology and Metabolism, in press. 2) Vigersky R,
Rice M, Cole D, Shohet R, and Poplack D., "Estrogen Receptors in Human
Peripheral Lymphocytes", Clinical Research 30:278A, 1982.

100



Work Unit No: 1327-81

Study Objective: To detect, quantitate and characterize receptors for
estrogen and androgens in the lymphocytes in normal men and women and in
the lymphocytes of individuals with various endocrine and renal and
neoplastic disorders.

Technical Approach: Leukaphoresis using either a manual approach or by
the automated blood cell separaters are used in all patients except those
with renal failure. The latter undergoing thorasic drainage will have their
lymphocytes obtained from that source. Cytosol made from the lymphocytes
is used for binding studies.

Progress During FY82: A modification of the prior technical approach has allowed
us to look at both cytoplasmic and nuclear receptors in the same cells. This
has a great advantage in detecting the relative location of the receptors
which could previously not be determined. Several patients with a variety
of disorders have been studied and comparison of results of some of these
with the classic fibroblasts receptor assay for androgen has been achieved
through the cooperation of Dr. Charles Eil at NNMC.
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DATE:_10-282 VO1 UNT NO.: 1328-81 t STATUSi [tr{RI X F i:.

STARTI:4 DATE: August 1981 DATE OF COPPLETION: AugusR 1 __

KEY 1CP.s: Prolact in; aging

TiTLE CF PPOJECT: In vivo prolactin (PRL) in the young and aging female

rat.

PR;cI?-L IPrESTIcGATOR(S): Robert A. Vigersky, M.D.-. Judith E. Beach, Ph. D.

ASSOCIATE IVESTIGATOM(S): none

FACILI,Y: '1?C I DEPT/Svc: Kyle Metabolic Unit

Accump.ATIVE iEOCASE COST: AcCUPULAT lE CCTRACr COST. SUPPLY COST:
no none [ $7095.52

FY-83 VSCA,: CONTRACT COST: SU-Y COS: DATE OF CCC. iITT EE oP1' OF
non6 none 62 O _NUALRORT FEB 2 5 1983

STUDY 03JECTIVE: To increase the understanding of the mechanism by which dopamine
mediates the inhibitory action on prolactin and the effects of aging on this process.

itcHNiv., kPROACH: Spontaneous persistent estrus middle-aged rats are injected with
LH and blood withdrawn via a chronic atrial catheter for measurement of Drolactin.

These will be compared to the response .?fiilar animals Dre-treated with errot

PPOEGSS CURING FY-82: All radioimmunoassays established. Several (15)spontaneous

persistent estrus rats were chronically cannulated and injected with LH and
h PA a- I hnii int-Prunl nvpr jA 1 I At 4 days and the PRL assayed. (continued fee*

rLR'SER OF SJ3JEC7$ STUDIED: " e w)

FY-82: 40 TOTAL (TO DATE): 40 BEFORE COLETIO1 O- STUoY: 100

"&Rro'JS/UN=XPECTED SH-rs ErqCTS IN Su3JECTS PAiRTICIPATI'G INi PROJECT(IF Nl,-x" SO STATE):
none

ConC'usbofIs: Insufficient numbers of animals have been completed to sCa istically
evaluate the results at present. However, initial data from these persistent

estrus rats ( at least 6 months old) suggest that absolute levels of prolactin

as well as the semicircadian rhythmicity of this hormone is important for
the temporary resumption of cycles, the manifestation of pseudopregnancy,
or the continuation of persistent estrus as a result of the LH injection.

PUBLICATIONS Om ABSTRACTS. FY-82:
Beach, J.E., L. Tyrey, D. Schomberg and J.W. Everett. Nocturnal and diurnal

prolactin, IH, FSH, estrogens and progesterone in spontaneously persistent
estrous rats. Abstract presented at ACE Meetings in New York City,
September, 1981. Manuscript submitted for publication to AGE.

* L assays are in progress and additional rats are allowing to "age" for
the remainder of the study.
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DATE: 10-20-82 I '1OC UNIT iO.: 1329-81 !STATUS: ttrc, X F u

STXRT V.G DATE: August 1981 DATE OF COA-LETIO:I: August 1983

KEY cPnS: Prolactin; Aging

TITLE CF PROJECT: Prolactin secretion from dispersed anterior pituitary
cells in culture and the effect of aginR on this secretion.

PRI:CI?AL hI.STGATORfS): Robert A. Viverskv. 'I.D.: Judith E. Beach. Ph. D.

ASSCc[ATPE hWVESTIGATCI(S): none

FAcILi-y V:C DEPT/Svc: Kyle Metabolic Unit

ACCtU'.0'ATIVE 'E=CAE COST: Acc v.-Avv. CCNTRACT COST: ACCUMUULATIVE SUPPLY CosT:
none none $15061. 28

FY-83 'C/ASE: CTPACT COST: 6L 0 : DATE OF CC:, ,TE -oI Pu O0F2.I=&-- _700_ hNUAL PaOs-ss REPORT " ,9

- ----------- ---------------------------- ----------- ------------------- --------- -

STUOY OJECTIVE: To increase the "nderstanding of the mechanism by which

o ine~ cotrols 2rlactin secretion from the anterior pituitary and effect of

TEc .I.V. A.PO"' A: Primary cell cultures of rat Dituitary cells will be
used to study the effect of hormonal status of the animal (state of estrus, per-
sistent estrus or pseudogre nant) on the binding of doDamine agonists and
PRosiiiss NUwri FY-82: and antagonists to the donamine recentor(from young and old rats).

A cell culture facility has been established. Monolayer and superfusion cell
-4- I -'14 go I-'chawime for p~ 4 'tor: Call, h-tuo hpn parcerd- (ronrinued below)*

NASER OF SU3J=.C S STUDI tD;

FY-82: 80 TOTAL (TO DATE): 80 BEFORE CMIPLETO; O. STUOY: 300

SE&RIUS/UNEX.PECTED SIDE EFFECTS INi SU3JECTS PARTrcPArG IM PROJECT(vF i ;.:. SO STATE):
none

CONCLUSIONS: The monolayer and superfusion culture systems show results
consistent with established results for standard tests.

* Normal secretion of II, FSR and prolactin as well as secretagogue response
from vituitary cells from voung female rats were determined in these
systems for comparison with hormonal levels from cells from aging animals.

PU&CATO S o. ABSTRACTS. FY-82:

. a " "' "... . - --... :/±: " ~-. - i, ,,.--



DATE: 20 Oct 8.WORA UN(T NO.: 1330-81 ITEI X F

STATqTI.G DATE: 1 Oct 82 DATE CF COW-LETION: 1 Oct 85

KEY o, s: Thyroid/Hybrodoma

TITLE CF PRojZCT: Utilization of Hybridoma Antibodies as a Physiologic
Probe of Thyroid Hormone and TSH Action

PRI:CIPAL I;IFjSTI ATORtS): Kenneth D. Burman, LTC, MC

ASSOCIATE I!VESTIGATOR(S):

FACILIT-Y:_ WR C IDEpT/Svc:
- --- ------- --------- -. ...------------

AccumA..,TivE P[ECSE COST: Acc"wuLATrvE CO.;TRACT COST: ACC J'ILATI VE SJPPLY COST:
6,000.00 58,304.00 i 58,678.80

FY-83 .CASE: CONTRACT COST: SUPPLY COST: DATE ('- CCrI',.1[1TE! APPROVAL 0;
._uA.L PpOazRESS REPORT FEEL. l82

STUDYO0JECT[VE: To make antibodies against T3 receptoe, T, 0ladfFfiCpftor.

TC?,'.;C'_ A'PROACH: This is a very difficult and complicated procedure involving

the fusion and making of hybridoma cells and culturing out these cells and
isolatinR the monochromal antibodies made.
PRoa~ss DiaING FY-82: In January 1982 we worked with the WRAIR Hybridoma Iaboratory
and were successful in making antibodies against TSH receptor. However, tech-
nical problems precluded their routine use and we are repreforming these studies
F R OF 3JECTS STUDIED: as of this date.

FY-82: None TOTAL (To DATE): None BEFORE CCO.LErio. 0.: STu'3Y:

SERIOU$/UnsXPECTED SI-DE EFFECTS IN SU3J-CTS PARTICIPATI:iG U P3J--CT(IF , SO STATE):

None

CG:CLUS Itois: None yet.

PUBLICATIONS Oa ABSTRACTS, FY-82: None
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DATE: 25Oct82 1( IIOf T VO.: 1331-81 MSES iT[fA. , Fi:,

STAXqTI'.G DATE: 1 August 1981 DATE OF COYFLETION: 1 August 1984

KEY 1;CDs: TSH/TRH/Metoclopramide/Fasting
TITLE CF PROJECT: The Effect of Metoclopramide on TSH Response to TRH

During Fasting

PRI:C!?A. I: '&STIGATOR(S): Kenneth D. Burman, LTC, W.

ASScC[ATE IIVEsTrGATOR(s): Robert C. Smallridge, LTC, MC, Phyllis Kesler

FAcILITY: 12' IC DEPT/S'vc: KM/DCI/Div pf Physio

ACOJuLF!ATVE PEH.CASEE COcT ACUM LAT IVE CO::TRACT COST: - C---LTVESJPL or| 1,921.85
FY-83 V"E-nASE: CO NTR..CT COST: SUPPLY COST: D}ATE OF Cc,.iIr-rEE A°PiO'I;.. OF

_ _ux. PRoGREqss REPORT rz2 Z '9 p

STUDY 03JEcrIVE: To determine ifdp1ieatgonis wilate1YF
of rSH during fed and fasting periods.

- CHKCCAL A-PROACH: Patients are placed on a weight maintaining diet for 5
days and fasted for approximately 10 days. Metoclopramide is administered
in separate patients during either one of those two periods and compared
PROOaSs5 Dun, FY-82: Approximately 25 patients were studied and it is concluded
that there has been no change in prolactin/TSH response with or without
Metoclopramide and that fasting did not alter prolactin levels but does

MRXISER OF SU3JZCTS STUDIED:

FY-82: 30 TOTAL. (TO DATE): 30 BEFORE C,,PLETIO, OF STUDY: 35

SERIOU$/UN'EXECTED SI-DE EFFECTS In! SU3JECTS PARTICIPATING Il POJECT(IF I S,3OE SO STATE):
None

CONCLUSIONS: Dopamine does not regulate TSH or prolactin in the fasting
period differently than in the fed period.

Pum_ICAro.s 0o ABSTRACTS. FY-82:

Technical Approach Cont'd:

with placibo administration.

Progress During FY-82 Cont'd:

alter TSH levels as they decrease during fasting.
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DATE: 15 Sp8 ! U111T VO. 1332-82 !nrTITUS -X--_

STARTI:.J DATE: N/A DATE C- CUI-,t'LETIO*I N/A

KE ,!9S cancer, adrenal insufficiency ___________

TiTLE CF PFROJ.ECT: Limitation of Adrenal Reserve in Patients with Malignancy.

PP[I;C(PAL I cs:Allan Glass MD LTC MC

ASSCCIAT7E NVFSTIC.ATOM(s): Nelson Lum MD CPT MC

----------------------------- 
-

STuzw OSJ-TIVz-E:EM- OT CL-.0AIEC"TTCS

STUO-Y ~ T eiETV: L valLuate the status of adrenal function in patients

with cancer.

TECwirvI- AL ?Pp.,aC: Performance of short ACTH tests in patients Wtr-

malignancy.

NIOGRzs3 Pji in- FY-82: Approximately 15 patients studied, No data calculated

or assays run until more patients are completed.

It-U;isR OF SU3j=ECTS STUE::

15 15 100
FY-82: TOTAL (TO DATE): BEOEC~LT0- ~Sr

SPRI0US/IN=EX-ECTE0 SiDE)= EiFECTs INi SU~j--Crs PArTICrPmrieG If PROJECT( IF.40N:~ SO STATE):.

None

CO.'~crUSIf.rtS:
Deferred-insufficient data

PUBLICArC0O2S 0?t ABSTRACTS. FY-89:

Non~e
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DATE: 140ct82 ji Caur na.: 1333-82 -STi us Xi.. X F i;-

STARTI'. DATE: 1 October 1981 DATE cF Cc 'WtETIO:I: I October 1985

Qy 1c ,.poS: Thyroid Function, Critical Illness

TITLE CF PROJZCT: Thyroid Function in Ciritcal Illness

P.INC[?. hVET[OACRS,: K.D. Burman, LTC, MC

ASSCC1A7E h!,EST[GATO.R(S): Jim Bombenger
FAcL!-Y: MAN_____ DEPT/S':C: Endocrine/Medicine/Pulmonary Endocrine

AcctX;--L.AT [VZ fECCASE COST: ACCUtU.-AT rva COn:rTZACT COST: Acjju ESUPPLY CO~ST:l680.12 - - -- - - - - - -

FY-83 ESUSE: CON mACT COST: Su- tPY COST: ,roF.= Cc:-.-,,rr-- A-P.ovp ,F_
____________ Po0SR-S3 r"EPCRT -23

STuDY O3J _CTzvE: To determine what routine thyroid function test are and to
determine what T3 receptors are in the ciritcal ill.

CE..rv. A ?PPo.: Radioimmunoassay of serum T3, T4, rT3, TSH, and isolation
of white cells and measurement of T3 and T4 receptors in peripheral lymphocytes.

PROass U:ijpt, FY-82: Approximately 15 patients have been entered in this protocol
and we have studled the white cell receptors in two different ways utilizing
solubilized and nonsolubilized techniques. It appears that patients with
CISER., , OF SU3JECTS STUDIE.D:

FY-82: 15 TOTAL (To D.ATc): 25 BFO.E CC:,LETiO: OF STru,':: 50

SEEP-OUS/U NxECTEO SIDE EFFECTS IN SU3JECTS PARTICIPATIS In PR'OJECT(IF , SO STAT):

None

CO.%($UsrojS: Radioimmunoassay pf serum T3, T4, rT3, TSH, and isolat.on of"
white cells and measurement of T3 and T4 receptors in peripheral lymphocytes.

PUBLICATIOIS 0. AsSTRACTS. FY-S2: Presentation at the American Thyroid Association
Meeting, 1981, paper being written concerning newer results.

Progress During FY-82 Cont'd:

a critical illness may have a decreased receptor binding and certainly 
always

have decreased serum T3 and most of the time serum T4 and that TSH may not

be an accurate measure of the disease process.
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DATE CW I', ShU: r.~;! X

DTE:29 Sep 8 6C ,;T (;o.: 1334-82 L : T! X

STiARTri..J DARE: September 1982 DATrE c: C, _ LTM: Spring 198 3

KEY ;.'-zcJS: Nutritional assessment
TITLE CF PPoJ:cr: Dietary Approach to Nutritional Status Assessment
in Endocrine Disorders

PR.C?,AL ;s1,,.ST[GATx'fS): MIAJ Dawn E. Carlson

ASscz[ATE IVESTrC-ATORWS) None

FAcIL!TY: 129_C. DPT/S':c: Endocrine-Metabolic Ser-iice

kcL.-.-A.A i CCASE COST: ACCUi1,9LATEv. CC:!--,ACr COST: Acc'xxIATVP/z Su-J..:Y COST'00 ! -o0I-.I
FY-83 VE E: COrNTMICT COST: Str.'i! Y Cosr: V11 rE O= Cc.-.I!'r,'L7i. i

0 _:UAL P2'RSs EPO.r FBr2 5 1983

STUOY 3J-CTIVE: To determine incidence of nutritional problems in

patients admitted to the Endocrine Service

TECHwI'VLPPRO.'I: Patients will complete a nutritional r-isR, queionnaire
and :iet history form. Data will be evaluated by principal investi-

gator to determine nutritional adequacy of diet consumed by patient.

Po:i= ,:J?.i o FY-82: Forms and analysis tool were developed, protocol was

written and approved, and data cQllection was initiated.

1NSaOF StJ3j:CrS SRuoIED:

FY-82: 4 TOTAL (TO DATE): 4 B-FO;R, CC:,'.LETO,4 O7 STu,:: 50

SEP(oI s/U'- CE S EF-ECT S f( &3J-CT-S PA;RricP,',I'G Im P.J-CT(jF i!a SO STATE):

No seri ojs/unexpected side .effects

NCo:LUS rONi: Not applicable

PUBLICATIONS OR ABSTACTS. FY-S2:

None
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DATE: 15 Sept 82,,.. L hT t3.:1335-82 - l 1Stu Ti:i xF::T,

STA.RTI.G DATE: N/A DArE OF c',-IETJO1K2_/A

KEY :zIs: nifedipine, pituitary,

TITLE CF PPOJoCT: Effect of Calcium Channel Blockers on Pituitary Testicular

Function.

PIpC[P.AL l1.H,')TICGATCR'S): Allan. Glass MD LTC MC

ASSr CCATE lNVESTICAT0(S): Anthony Zavadil MD LTC MC

FACILITY: WVC DPTr/S':c: Endocrinology-Metabolism---- ---------- ---------- --- --------------------
ACcuw._A-TivzPJECCASE COST: ACUUAIECONTRACT Cosr: fACC'j;-'iLAT [ S'JPLY COST:

FY-183 FUUKS£: CONTP.ct CosT: SUPLY COST: DATE o CC .t.-E i='ovF 0

SmrjO 10JECriVE: To evaluate the effect of nifedipineonptiayfctn

TICHMII.CAL AP'OAZ0: Performance of pituitary function tests before and after

patients are started on nifedipine

POcsa,.s V ?.uei FY-92: One patient studied pre-nifedipine. Further progress

temporarily halted due to departure of cardiology co-investigator. Will

resume in FY 83.
fUt OF SU3JECTS STUDIED:

FY-82: 1 TOTAL (TO DATE): 1 BEFORE, CCLE o:,: OF STUDY: N/A

S,.RIOUSiN=I-X*ECTED SI-D= EFFECTS Ire SU3J2-CTS PARTICIPATIOiG Ir| PR0J-CT(!F N:-= SO STATE):

None

C":cONCsIONS: Deferred- insufficient data

PUBLICATIONS w ASSTPACTS. FY-S2:

None
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DATE:18 Oct 821 , U"r t O: 1336-82 ISjTUS: !m.-N1.1 X Fr:.;.

STA TI.4 DArE: March 1983 DATE OF CO"ETIC:I: March 1984

Y.: Development Antisera/RIA Procedures ILc,25(OH) 2D3

TITLE CF PPOJECT: Development of an Antisera and a Radioimmunoassay (RIA)
Procedure for the Analysis of la,25-Dihydroxycalciferol

PuI:C!MIAL hV!3TrGATC.S:" Joseph Bruton, Ph. D.

AsSCCiAT TMVESTCAT.a(S): H. Linton Wray, Ethelbert Dawson and Vincent Butler

FACtLTY: , I DEPT/S':c: DCI/KMU

km-.0AT i"U C'E'C.S CST: cutiu..AT vE CG.;TPACT COST: I ACC- UJLAT[VE SUPPLY COST:
None None 1 .$4,500

FY-83 OCAUSE: Co:r-cT COSr: SuWPLY COsT: I DATE OF- C'TE2 PPPRV'/P 0Y.
6.000 hiJNuAL Ppo--n-Ess R.EPORT it B 25 !IF,"

--- ;7----- ------ ---- --" '----- n-£ -- ---- - t ---- ------ - -
Srm.:y ;)3j;-CrrvE: To produce a suitable antisera in rabbits whichwTb
used to develop a sensitive RIA procedure for the determination of l,25(OH)2D3
in human R JMI1M

1r-cH;i*-,!-C A RPOACH: Preparation of a suitable conjugate of l,25-(OH)2D2 to
which a large protein may be attached. Injection of this protein Hipten
into rabbits for production of a suitable antisera.

PRo ?z3s VuJu:-, FY-82: A suitable conjugate to la,25(OH) D has been developed.
We are now ready to add the protein and follow up wiih 3the animal injections.

tN41S, OF SU3JECTS STUDIED:

FY-82: None TOTAL (TO DATE): None BEFOPE CCt-LETIC' O. STU.Y: None

SERIcU3/US:EUECTED SirE EFFECTS IN SU3JECTS PAITICIPArI",!G IN Pi'.JEC7(- 1:0.-.: SO STATE):

None

CO::C!-JSIC:3S: The production of a suitable antisera will give rise to an
assay procedure that will be selective for la,2S(OH)2 D This procedure
will then. be employed to study human physiology of vit~min D metabolism
in selective pathological cases.

PUSLICATO:IS Oa kSTIACTS. FY-32: None
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DATE: 14OctS2 I IO. n:r to.: 1337-82 ST-rus- IiH-RIm X Fi

SmArI:.U DARE: I Jan 82 DA;TE OF Co4LET1o:i: 1 Jan 85

KEY D .VS: Thyroid/Immunoglobulin

TITLE CF PPOJ=CT: Relationship of Thyroid Disease and IgG, IgM, and IgA De
Position in the Skin

PRI;CI.?AL .VFSTIGATG.S: K.D. Burman, LTC. MC

ASSCciATe IM. STIGATOR(S): O.G. Rodman

FACIL tTY: WnC DEPT/SVC: Endocrine/Dermatology

Acuu~iEECCASE COST: A4CC,1UA.ATIV;E CM"ITRACT COST' Acc'J:-;uL;T IVE SUPPLY COSTr

FY-83 i'C hC: CONT.ACT COST: SUPY COST: DATE OF CC;-"'1!rT',-E A,3PROF
__________ _________ 414UA. PP-O.:SS REPO~RTF 2 5 19A'3

---------------- - ---------------------------- --- -------

STUDY O 3JECTIVE: To determine if patients with or without pretibial mixedema
and other evidence of immune complex disease and autoimmuno thyroid disease

-C.HN. AV_ APROACH: Skin biopsies of effected and non-effected area.

PRO~nzSS DjRunr FY-82: 3 Patients were biopsied without complications. There
was no circulating or deposited immunoglobulins.

HI"E R OF SUBJECTS STUDIED:

FY-82: 3 TOTL_ (To DAT.): 3 BEFORE COMLETIO. Oi- ST"uny:

SERIOU. inEXPECTED SmEDE EFFECTS In SJ3jCTS PARTICIPATIi:G Irl Pi,-JECT(IF I-0I:" SO STAT ):

None

CO:CLUSIONS: Immuno complexes are not present or antibodies are not deposited
in tissue in patients with uneffected disease. We are waiting until patients
with effected skin to come to enter the protocol and to determine if that wi'l
be associated with antibody formation.

PUBLICATIONS alt AsSTRACTS. FY-82:

Study Objective Cont'd.

have immunoflourescently determined antibodies in their skin.
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DATE: 25(rt vlwj O 1K eT UO. 1338-82 1Sr,\Tus" IMTFRtI X F

STARTI:G R.TF, 1982 [)ATF (I ; C( : F TION:I

KEY IbP.S: Receptors/Mononuclear
TITLE CF PROJpEcT: Membrane receptors in peripheral circulating mononuclear cells

PRIN:CIPAL .111VEST[GATORPS): Kenneth D. Burman, MD

ASSoCIATE kIVESTIGATOM(S):

-~t'y - ~ I ------------- ------- __E-------------------------

ACU1\JLATIV. PEDCAS COST: fACCtuULATIVE COiTRACT COST: ACCUMULATIVE SJPPLY COST:

FY-83 PtDWE: CONTRACT COST: SUPPLY COST: DATE OF Cvi,PT7EC (APROv'IL Oi
_ __tNUm. Pp.os.q=ss REPORr 25 Feb 83

STUDY 03JECTIVE: To measure membrane receptors in humans.

ItCHt VJ APRO:ACH: Isolation of white cells

Pioss VuJr! FY-82: Beta receptors measured in 20 patients found to increa.,e with
exercise

f-is;E OF SU3J-CTS S,'t )IED:

FY-82: 20 TOTAL (TO DATE): 20 BEFORE CC.,LETON' 0.7 STUOY: 100

S2RbOJs/UIEXPECTED SjDE EFFECTS IN SUJECTS PA.rICIPATrIG IN PPOJECT(IF i:, SO STAHE):

None

COCLUSIO:is: (1) Beta receptors increase in exercise. (2) Beta receptor binding is
blocked by circulating immunoglobulin receptors.

PUBLICATIONS m, ABSTRACTS, FY-82:
Manuscript submitted.
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DATE: 25Oct82 I . , o.: 1339-82 I Sr,rjs:" isir-t, X Fm-,
START 1:"a DATE: 1982 DATE C- C_ _t_T__C:__

-KEY tbns: Immunology/Thyroid
TITLE CF PM.LECT: Immunology of Thyroid Disease

PRzINcIIA. -IESTGATCR(S): Kenneth D. Burman, LTC, W"

ASSCCtATE kvNjSTCA mO(S): R aker. "D'Robert Smallridge, MD

FAcIL1.TY: Vq.J&C [ DEPT/S',C:
kc t.-uuL.AT t-VE PCA' C os r': ACCUM-,J AT IVi CC.-,,'TP.~ COST: /fi £.wtJLAT[V I :P L v -OST"

• Y-83 FMJ: Conm.c CT: SUP ey COST: DATE OF Ca--,.,rrEF f;PPL-I. 0;
___ maxt.: P --sss REPCRT q 2 5 i q-1

SruOY 03JECTIVE: To investigat.e the mechanism of immune thyrbid disease.

1TC .V.;a... PRoA-I-H: The technical approach is a complex method involving identitcation
of specitic t and b cells in human blood and thyroid as well as developing complex
hybridoma technology to develop antibodies against these receptors.
* ss DCJRtr. FY-82: We have developed an ELISA assay to measure directly immunoglobulins

formed in Graves' disease and have determined that 23 of 25 untreated Graves' patients
hav,, ahnnrrmala Q3ht

IRMSR OF SU3j:CTS STuoIM :

FY-82.L2i.. TOTAL (To DATE).. 25 BEFORE Cai.LETro.- o STU.y: 70

SERI&OJs/MU:xPECTEO S1.O2 EFFECTs i. S J3JCTS PAt1rI6PATIUG Il PMJ-CT(IF i.'iE SO STATE):

None
Co~'::T..'Jscs: Because of eserisitivity and specificity an ELISA assay is a, useful

probe when investigating the mechanism by which TSH receptor antibodies initiate

disease.

Pus.,cmwO.S 0. AasTn,cTr. FY-82:Abstract: A Sensitive and Rapid Enzyme Linked Immunoabsorbant Assay for Thyroid

Stimulated Hormone Receptor Antibodies. JR Baker, YG Lukes, RC Smallridge, M
Burger, KD Burman, American Federation for Clinical Research.

- - - '13 '. -
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DATE: 25Oct82 ! U,. 'r tol.: 1340-82 SrTUS- [kr-n"1 X Fi:,.

STA.RTI:4 OTE: 1982 DTE OF COKETIo:I:

KEY 'L-.S: Beta Receptors/Thyroid

TinE CF PROJECT: Adrenergic Sensitivity and the Thyroid

Pn~ec!I.. 'rrflGAT~aCs): Kenneth D. Buman, LTC, bC

ASSCCtATIE %s sTt-GAc.(s): Xeith Lathan

FACILITY: MAM"C DEr/Svc:

FY-V- F',cZJ : COwir-CT COST: &APPLYV COST: JDATE OFF CWM', ITTEE PPPa,I Or- 0

__________ _________ Ppos-isss REPcitr 5 1J~
Snaov 03J.CTIVE: To investigate if patients have autoimmuno antioes agains-- "

receptors when they have thyroid disease.

"R ''- P To Develop a beta receptor assay when is sensitive and specific
and to develop methods for screening for antibodies that have been formed against

"- c -JRI!(-P-: We have developed a sensitive and specific assay.for measuring
beta receptor antibodies and have determined that they are present in thyroid gland
tertg. anti that hynpgrthrnid and aitthvrnid penople have the same number of receptors.
N.E OF SUM-CTS STLVIED:

FY-82: 25 ToTAL (To DATE): 25 LFoPS C03LET[O' o.'M STrO.Y:

SEcRivUsA1:xPEcTr-o StuE Er-FEcTs inl SU34!GTs NuPkITICIGp~ In I~CJECTC I u!: SO STAT!):

None
COCLt!i3Is: Beta receptor antibodies are present in thyroid tissue and are no

different in hyperthyroid and euthyroid people.

ML:CATions Ot A93TRACTS. FY-82:
Beta Receptors Accutely Increase During Short Term Exercise, Burman, Ferguson,
Smallridge, Latham, Wartofsky. Submitted for publication NE3M.
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DISPOSITION FORM
P uee 4 of si ee. AR 34.15. he pIepment egey Is TAGCEN.

Ri[EMEN~Ci ON OFFICE[ Meat.O SUIUiECT

HSHL-ME Review of Annual Progress Reports

TO Dr. Wayman Cheatham FROM Dr. Kenneth D. 9rman DATE 27 Jan 83 CMhT I
DCI Burman/lmm/6-1743

1. This DF is in response to your questions concerning the budget of $16,200.00 FY 83 and 84
inclusive for protocol #1340-82 entitled "Adrenergic Sensitivity and the Thyroid Gland", where
the original request was $3,900.00. The reason for this discrepancy mainly relates to th
interesting results which have been found that indicate that immunoglobulins circulate and initiat
disease and that these immunoglobulins have characteristics of beta receptors. The enhance
funding mainly relates to previous communications with the Department of Clinical Investigatio
concerning making a hybridoma against the white cells of patients who make these particula
antibodies. This hybridoma protocol has been devised and supported by the Department of Clinical
Investigation; the supplies which are necessary for the development of this approved hydridoma
contract represent the main difference in the price. We expect that this protocol will continue as
it is giving tremendously interesting results. However, the cost in the following years will not be
as high and, in fact, we fully expect the cost in FY 84 will probably reach half of that requested.

KENNETH D. BURMAN, M.D.
LTC, MC
Assistant Chief, Kyle Metabolic Unit
and Endocrine-Metabolic Service

-'i..I I I

10,1,,,,2 4 9 6 "''"= °°  ,o, .. .,. ,o ,o., , , -, -, ,.=,,, .0
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DATE: 1_5 NOVI 1 l UMTMo.: 1343-82 i, s:" LTERI7 X F :3!.

STARTI3 D.AT: JUNE 1982 fIt: f(I, Qcvfi ETIo:':

KEY DS: Unilamellar phospholipid vesicles TSH Receptor

TITLE CF PROJECT: Purification of thyrotropin receptor from thyroid gland qnd

incorporation into unilamellar phospholipid vesicles

P i,:CIP.AL I-w,.T.MATOR(S): CPT Patricia Young, PhD MSC

ASSOCIATE INVESTIGAT03(S): LTC Kenneth Burman, MD Yvonne Lukes

FACILITY: VPC I DEPT,/SC" Clinical Investigation
S-..---- ..------------------.~ C rT: I A~ccU UAt vE cc:Itract COST: IAc,,CCULAT EVE SUPPLY COST:

0 3,000

FY-83 E , E: CGOiTRAST Fj: SUPPLY COST: DATE OF CCi'."ITTEE hPROVI1 2 0_:
n.-..--P-- 5,000 u PROGRSS RePoRT FEB 5_ _ _ _

----------------------------

STUOY 03JECTP.IE: To obtain biologically active purified, TSH receptor and

incorporate it into a unilamellar phospholipid vesicle.

TCHN.C A.,PROACH: TSH receptor purification will proceed by attiniy chumtoraphy.

Unilamellar vesicles will be made by interacting the receptor with lecithin

and deoxycholate followed by dialysis and column chomatography.

PRO,-EsS Dj:iJIG FY-82: We have purified a TSH receptor from bovine thyroid

and are ready to proceed with a human TSH receptor purification. 
We have

synthesited unilamellar vesicles not containing the receptor and tested all

t:i 3R e §j3JzCts TUDED:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE CO:1,.LETIO;: O STpJY: 0

SERIOUS/UNEEXPCTED SIDE EFFECTS iMl SU3J-CTS PARTICIPATIG IN P,-OJ:CT(IF ::E so STATE):

No serious /unexpected 
side effects

CON-CLUS IONS:

NONE

PUBLICATIONS 0. ABSTRACTS. FY-82:

NONE

116



DAE -ep I0NK UN.: 1342-82 - - ____

STARTV-.J DATE: Not _yet begun DATE 0::CO-LETc:IM: _1985

KEY 1y3.DS: Hirsuitism. Cimetidine, .SDirgnalac tone
TiTLE CF PPOJE-CT: Treatment of Hirsuitism with topical Cimetidine or topical

Spironolactone

PRinICE?& j!.I.:TICAT-R'.S): Robert A. Vimeraky. M.D.

Asscc[ATE- 1t~ESTMCAIM(S): Albert Szkutnik, R. Ph

FACILITY: Wg" DEPT/SVC: Kyle Metab~olic Unit

ACCUMUL..ATIVE 11-OCA COST: Ikcu-1i'l-ATNC CC;TPACT COST: IACCU.':ULAT (VS SUPPLY COT-r
0 0.0

FY-83 FlCCASE: CoNMACT COST: SUPPLY COST: DATE OF Cc:-,'!7-, AP hPROVAL OF
0 -5 0 S1 50( 1N%' Pposss REPORr

- --------------- --------------- ----------- ------------------------- --------
Srjoy 03JECrrvE: To treat hirsuit women by the topical application of the

antoandrogens spironolactone or cimetidine

i~cw~i~v~t. P~O..cfj The drugs will be incorporated into individual creamswtih il
be applied 3 times daily to the affected areas. The hair growth rate will be
determined before and after and at the end of a 3 month period. A 3 month trial of

e~~~~~e"~'~ "pll-wJI' AiriQp *(vQ -- MPL-d tin AniiIP-blind fashion
___________Y-_2_ This protocol has not yet been approved by the Office of the

Surgeon General

r:13.-I OF SU3jE-CTS STUDIED:

FY-82: o TOTAL (TO DATE): 0 BEFORE CO IPLETICNI O.- STLUDY: 20

SSRPICUS/U.NEXPECTED Si-os EiFEC-,s INI SU3,j'-CTS PA;!TiCjPIP!.G IN PROJECT( ;~ 1:3-- SO STATE): -
Not applicable

CONCLUSrc:S: We hope to begin the study before the end of the calendar year.

PUBLICATONIS OR ABSTRACTS, FY-,V2:
None
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DATE: V!OW UNIT VD.: 1415 ISivUS" [NT RI?3 X F:AL

START;G DATE: 1978 ADTE OF CO.-LET I10I: lTT-Stopi c Scan,
KEY 1 -.S: Esophageal Clearance, Esophageal Transit, sophgaI Monometr

TITLE cF PRO.JECT: Esophageal Acid Clearing: Quantitated by Radioisotopic Scan

PRi::C..AL Iw!Esr[G'ATORS): COL Lawrence F. Johnson, M.D.

ASSOCIATE lIVESTIGATOR(s): LTC Roy K. H. Wong, M.D.
FACILITY: VR 'r DEPT/SVC: Gastroenterology Service

kcu,--L.ATIVE MUSE COST: ACCw-ItJATIVE CON;TRACT COST: ACCLU;ULAT[VE SUPPLY COST:

o 0 $500.00 o
FY-83 f'DP.SE: CONTRACT COST: SUPPLY COST: DATE OF C 'f-'"TTEZ hPPReVIALQF

0 0 $500.00 bNUAL PP O -Ss REPORT FEB 2 5 198,3
- , --------; -. --- --u---- - ---- " --------------------r-- ¥ - - -
STUDY 3JECTIVE: To study the clearance of acid from the esophagus utimalzg
the radhTobtopic technique. Also, to study the effects of a pharmacologic
I Znt hpthnrchnl nn cgnphAge1 rid h lpvrn ige

incHA that th Specific changes have been made in the design of the protocol
in that the patients will be asked to swallow a specific times over a period
of time rather than- to swallow in an uncontrolled fashion.
PRoReros DUai n FY-82: During FY82, these changes (above) have been made in addition
to reprogramming the computer to analyze the data in this fashion. Reprogramming
the method of data collection and change in the design of the protocol has
, 'ER OF SU3JECTS STUDIED: taken place over FY-82.

FY-82: 0 TOTAL (To DATE): 7 BEFaRE C:,t'IET[O,: OF STUY: 20

SERIousAJk*XPECTED St-D EFFECTS IN SU3J'CTS PARTICIP-,IE:G IN PROJECT(IF .O-NEa SO STArE):
NONE

CO;':cLUs O lS: A change in the design of the protocol to allow patients to swallow
at specific intervals versus swallowing in an ad lib fashion has been added
to the protocol. Reprogramming of the computer to allow for these changes
has also been made.

PUBLICATIONS OR ABSTRACTS, FY-82: NONE
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... :5 Oct 82 1416 x 

. T lT' PAT .: r

;. ,,c-'nz: Achalasia, Esophageal Emptying,_.Postdi!_ltion......
TITLE CF F.3.;c:: Esophageal Emptying in Achalasia: Quantitated bW-y--d-a Ttopic

Method

:.c. ..,. :, > ........, COL Lawrence F. Johnson, M.D.

As=CC-E : :!,.'srcAr[AR(S): LTC Roy K. H. Wong, M.D.

F~c.: .,, D;p/S:c: Gastroenterology Service

EST: ----: FAc-c-UtLAraVE CC:;RACT Cor:__ fACCU'JL T IVE SUPPLY CosT:
I0 0

EY-,. i'2&&E: COTfmACT CCT: SUPLY COST: D CrF Cu:r'IlI ?PRO".,L O
F

0 7 , JI 0,EPrEZ

C~~ 3J;_:T;': To study theef ct dia 6W h eY1 1

, :.'.;c i:To measure esophageal emptying of a solid meal in patients
with achalasia. Technetium was tagged to cornflakes and milk and from this

_aes.o~iageaj_.emptying profile was established. Patients will be studied (see b.elow)
P';-:;: I',. FY-?,2: \7 patients have been studied in ViTs manner.

F Y' - T T1 To% (73 DAT) : B-FOR. C:.ETc: c. ST':7Y: 30

S";:: .3/u:.\'?.:CTED S;:: b:ECT3 Vi S_:3 -'fTS P
"

J-:

NONF

r'-'~-s*Daa ti ~ --~gtnhis 0i~ 6 w~- nberaccumtated --ver- -tt-1s t
yasmnd continues to be accumulated.

:U L'A:.~S c: PsrPACT-, FY--I': Data in one part of this study has aready been

published in Digestive Diseases 1981.

Technical Approach: continued

with a radioisotopic scan pre and post dilation.



, 6 Oct 82 .1417 Z X

. . 1977 1983

rt ,:.:- Plasma Ligandin in Liver Disease

1!...... MALIMaria .SoreM. D.

"- !..,:~~c :COL F. hnM.D.LTCR.W._Sjgr-en,_M.D__.

_ ._: Gastroenterology Service

- ~:r.':The airp Qfthe 5tud is t assess llsma liadi levels a$ a
Vo~tdntiaT.Ty mhore sensitive indicat~r of Repatocel lu ar damge thncurrnl
a vaj ~ J~t -1__ k- -

Patients having liver biopsies at Walter Reed riy edical Center
have blood drawn for clinical assessment. An aliquot is removed and frozen for
_plasma -ligandin content. Plasma ligandin content is determined by a (see bel ow)

Fr p :;!, FP,: ' :3smlswr colet1 dfro-1mK1-Oct 81 through30-Sepr82
5brfinThthe t'5tT-l to 349 samples. It is anticipated that when approximately 500
samples are available for analysis, statistically meaningful results can be drawn.

:-:- Ss23-.CYS SYuDIE-:

.-2: _, -TOTAL C DAT): 349 ,:: F r '? I " SrU' y 500 (estimated)

None
.:cL~>-;: ..Not available

,:, FY-" -: None

Technical Approach, continued: sensitive and quantitative radio-
immunoassay technique at Albert Einstein College of Medicine in
New York. Correlations between pathological diagnosis, enzyme
values and ligandin levels will be made by standard statistical
methods.
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DATE:28 Sep 821 ;.:e LFJ!.T Wo.: 1419 SrTUS: INTERI.M! X Fv:A.

STXRTI.G DATE: 23 August 1977 DATE OF CO..LETIOI: 5 Years

KEY I;CP.s: Cricopharyngeal Bar
TiTLE CF PROJZCT: Cricopharyngeal Bar: A Video Manometric Study

PRI;c!?.v. ; ;lSTGXTCR-.s): COL Lawrence F. Johnson, M.D.

ASSOCIATE IlVESTIGATM(S): James W. Kikendall, M.D., David J. Curtis, M.D.

FAcILITY: 291r WRAMC DEPT/Svc: gastroenterology Service
- -----------------------------------------------

N/A N/A N/A

FY-83 FIWD'S: CONTPACT CcST: SPPLY COST: DATE OFF C'-c'.r L O' L.,
0- 0 $500.00 :.NNUA. PRPO:tR-ss RE'PRT'ft h 5 1983

------------------------------------- 
=------------------- ------STUDY O3J=CTIV-: To study the functional significance of a cricopharyngeal bar

shown in barium swallow.

TIcN P.C -PPOACH: This is a synchronized manometric video tape fluoroscopic study
of swallowing disorders of the hypopharyngeal, cricopharyngeal region and upper
esophagus.
PpOs-oss Dnn.r, FY-82. We are awaiting installation ot cable connecting T fl-heastroenter-
ology Service manometric suite with the split screen capacity at WRAIR, which is
the final link necessary prior to beginning this protocol. No subjects entered.
NUISa. OF SU3J.-CTS STUDIED; 10 normal I

FY-82: o TOTAL (To DATE): 0 BEFORE CO.,.LETriO: o;- STUDY: 20 10 control

SEPIOUS/U IEECTED SIpD- EFFECTS IN SUJ=-CTS PARTICIPAUMG INl Pi-JZC(F IONE SO STATS):

NONE

CO;CLUSot -s: Deferred pending further investigation

PuBLICATI O4S oR ABSTRACTS, FY-82: NONE
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DATE: 5 Oct 82 UA N;mT O.: 1420 SrvTus- Er IN :.! X FI:.

STARTIX|-G DATE: 1Q78 DATE C;: COLETION: •

KEY lb,,s: cat esophagus, adenyl cyclase, guanyl cyclase, lower esophageal sphincter

TITLE CF PROJECT: Adenyl Cyclase and Guanyl Cyclase Activity in the Cat Esophagus

PRI.C:EPAL I;ESTICATOR(S): LTC Roy K- H. Wnng M-D.

ASSCcIATE IL!vESTIGATOR(S): COL Lawrence F. Johnson. M.D,

FACILITY: R'A;f-C I DzPT/Svc: Gastroenterology Service
------------------ ----------------- ------ ---------------------

0__5___'NNUAL PROSReSS REPORT E
S-- -- - ---------------------------- J----------- -------

STUDY 03JECTIVE: To study the effects of carbachol and isoproternal on the
effects of the loWer esophagea spbincter in cats. To stud the effegts of
ti'pqp pha rmtn1o en q~n n the intraceliular enzyme -denyl cyc ase.
TECHN;CA'_PRVL CH: $ine the ipception of this prQtQgol several gnimal Models
have Deen fried inciuin tne cat _opossum, and Tinaiiy the raobit. Presently,
this protocol would be studied utilizing the rabbit as an animal model.

PpOGR;sS DiJRurG FY-82: Progress in FY82 has been hampered by a lack of a biochemist
to do the enzyme assays of adenyl cyclase.

IXE3 OF S'J3JCTS STUDIED:
FY-82: o TOTAL (To DATE): 30 BEFORE COM.PLETION' 07 STU:Y:

SERIOUSAJ:EXPECTED St-DaE EFFECTS IN SUJ3jECTS PA.TICIPATIG IN PPOJECT(IF I'O:E SO STATE):
NONE

Co;:cLu3;o.s: Continued problems in finding a biochemist with the ab1iity LU

do enzyme assays have hampered the feasibility of this project. Presently I am
involved in locating an interest in individuals at WRAIR who may be available
for these enzyme assays.

PUBLICATIONS OR ABSTRACTS, FY-82:
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£AE 20 SeD 82 N10.K LU N 1422 Sm: aRUt. Fi.-
2TA.RTING DATE: - j

.,_( :,RDS:

TITLE OF PRO.JECT: The Sequential Staging of the Liver in Hodgkin's Disease
with Laparoscopy and Laparotomy

F.I:CIPAL iNVESTIGATOR(S): LTC David A. Peura, M.D.
lATE T COL Lawrence F Johnson,

NVSSCS COL Juan D'Avis, LTC Grant Taylor

FACILITY: IRA DP'/Svc Gastroenterology Service

/CCLULATIVE f"EDCSE ACUmuLATIVE CONTRACT ACCuIIJLATIVE SUPPLY

COST: None COST: None COST: None

FY-82: CfS= : CONTRACT COST: SUPPLY COST: DATE OF CO nITTEE APPROVAL OF
None None None ANNUAL PROGRESS REPORIL2j 1983

STUDt OBJECTIVE: .To evaluate the role of laparoscopy in clinical stage III or IV

H6dgkin's patients.

TEcM C.CL PPROAcH: See PLAN section of original protocol.

F, cRESs Du.,! G Fy-82: Again, no patients have been assessed under this protocol
since no patients have been referred to the Clinic that have undergone laparotomy
following their laparoscopic examination. It is felt that continuation of this
protocol should be incurred since an occasional patient will undergo laparotomy
following his laparoscopic procedure; and hence, data can be generated. There is
no funding involved in this protocol.

NSER OF SLrB JECTS TO BE STIDIED EEFORE COt-PTLETION OF Sm1]Y:

SERICUS/AUNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PPOJECT:

CO,,LUSICNS: No conclusions can be drawn at this time since no additional patients
have been assessed intn the study.

PLMLICATIONS OR A3STRACTS, FY-82: None
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DATF:5 Oct 82 1,R I".NT No.: 1426 STArS: INTERIM X Fe::,StART1W DATE' 1976 PATE CF: CoLLtET IONi:

KEY $;b.s: Indomethacin, rabbit esophagus, acid induced strictures
TtlTE CF PPOJECT" TMe Effect of Indomethacin on Experimentally Induced Acid
Strictures on the Rabbit Esophagus1.
PRINC[PAL IM/ESTICATOR(S): LTC Roy K. H. Wong, M.D.

ASSOCIATE INVESTIGATO.R(S)" COL Lawrence F. Johnson, M.D.

FACILI Y: M41"C DEPT/Svc: A -r ----p n --- -A p -

ACCU.vL._ATIVE MZHCASE COST: ACCUtiuLATiVE CO;;TRACT COST: ACCu.;ULATVE SUPPLY COST:

$5,000.00 0 $10000.00
FY-83 P.'CSE: CONiTrACT COST: SUPPLY COST: DATE OF C I'HTTEE i hPRO'/,-t_ OF_

$5,029 .$000 $15000 I IwNum_ Pizo2REss REPORT FEB 2 5 1983

~ ~---------- -------- -------T---- ir--r-------------- -
STUP (, 3J;CTIVE: To study the effect of indomethacin in preventing aci~mue

s rabbits

IMCHN.C 9PROACH: Infuse acid into the rabbit esophagus which in turn produces
severe exophagitis. The animals are then followed by esophagoscopy and BA
swallows for the development of stricture formation,

PROG'ESS DURINrG FY-82: Presently, with the addition of a new technician, beginning
this protocol has been attempted. Animals have been procured and presently 5
animals have been studied manometrically for accession into the study.

PJL,-sER OF SU 3,z.=CTS STUDIED:

FY-82: 5 TOTAL (To DATE): 40 BEFORE CCO:,LETIO, OF STUDY:

SEPOus/klEXPECTED SIoE EFFECTS Irl SU3J-CTS PARTICIPATIG IN PRCJECt(IF .o -_" SO STATE):

- NONE

Co:cLuS(c.|s: This study will be actively pursued at the beginning of this fiscal
year as more technical help has been available.

PUBLICATIONS Oa ABSTRACTS. FY-82:
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DT:5Ot8jTs0UNI NO. 1427 -: ST -x_'S~ fHTERJin X Fut

LDA4UJJ179 - EIMP-LY;"9T rrC1p9; f1 nei, Terbutao1 i'

KEY 1;pDs- ,%i troal yceri ne.-
TITLE CF PROJzEcT: Nitroglycerine, Terbutalines and Aminophylline in the
Treatmient of Achalasia

PIICPAL 1MirSTIcArOR(S): LTC Roy K. H. Wong, M.D.
AssCctATE IMVESTIGATOR(S): COL- Lawrence Johnson, M.D.

FAcILITY: M-49l"C IJDEPr/Svc: Gastroenterology Service
------------ ------ ---- --------------------------

Actx.-r.AIvZ PDCASE CoST: Acu-.i'ATrtvi CCNTRACT COST*. ACCLJI'LATV SUPPLY COST.
6 0 $50.0.bO

FY-8.3 FffffE: CoNrebCT COS: T: SMLYE OF Co wr1TE~ APovI.0
___________mvA _______ Roqss REPORT

STUDY 03JEcrrVF: To study the effects of arinophylline, -nit-rogl-ycerinei, arid
terbutaline in patients with achalasia

-EcHNjCALA pppOAcjq: Insertion of a manometry probe into the UL0-measure pressures;
in1tuse various pharmacologic agents and determine changes. Patients with significant
changes in LESP undergo scanning (nuclear Med.) to quantitate esophageal emptying.

PRqE-3s Duattir FY-82: Seven more patients have been entered into the study during
FY82

MRISER~ OF S:J3JECiS STuO~:

FY-82: 7 TOTAL (To iDATE): 13 BEFORE Cc.*LT~tIq OFc STU:)Y: 20

SCRIOUS/UEXPECTED SiD=i EFFEcTiS IN SU3JECTS PARTICIPATING III PPOJ=-CT(IF R*:3NE SO STATE):
NONE

CCcLUVOa-Is: Study is progressing fairly rapidl-y and is expected to come t
completion some-time in FY 83.

PUBLICATIONS OR ABSTRACTS. FY-82: Abstracts have been submitted in FY 80,
Gastroenterol ogy
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~)~:6 Oct 821~2L~'U 1429 iC..~-.X

SIrA- i%_ >rEi FY80 ___ . '%:'r> 5 ye~rs

T Pn:'i ?-xCT: Coichicine Therapy of Alcoholic Liver Disease
A Multi-Center Randomized Controlled Study

PC~AL '.~~r.s~:MAJ Maria H. S en ft.D,

CC A ; ES T-:CArc(,-2 : LTC David A. Peura, M.D., LTC Michael A. Dunn, M.D.

!____-% ____:_ DEPr/S.': Gastroenterol ogy Service

ACU:';IV E COST: ACUILtAT[ V~ CC:irRAC7 COST: Ict'j LVE SUPPLY COST

FYr-33 A:CO'rACT COST: SUPPLY CGSIT: -!'ArE c= 0i: :E -~31LC

---------------------- ----------

Sr:~y f~s rTQ evaluate the role of ~olch icine and its bilitt'eeti e
prr-ESStIrito cirrhosis in aiconol ic liver disease, or a ect aRed establise

P ~~i:Please refer to original protocol

P:, P F Y -&2: 1In t h is Inult ii-nati1onal on goin g proto col,' Emory Unive si ty
School of Medicine has randomized to date 20 patients with alcoholic hepatitis,
the Center for Advanced Studies of the Natio-nal -Polytechnical Inst-itute,(see bjelow)

T07e, (--,J DAT) 45__ -- 5-civs ~ z, 150 (estimated)

.>~* 45 patients are being actively eva uaBed. No a versef~t have
ben nted. The data have not been analyzed yet.

f~h~.:LO~~V.t~S~'ArSFY-82: None

Progress During FY-82, continued: Mexico City has entered 19
patients and the Tale-New Haven University School of Medicine,
6 patients with alcoholic liver disease at WRAMC, 1 patient is
currently being evaluated into the study.
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DATE:28 .Se8 , INT.No.: 1431 iSr,,TUS" I X FRIIXFw:

STARTI.4 DATE: December 1980 DATE Cro CaUtLETIO'M: 1982

KEY ibus. Reflux Esophagitis, Indomethacin
TITLE CF PROJECT: A Douple-blind Clinical Trial of the Efficacy of Indomethacin
in Promoting Healing and Decreasing Symptoms of Peptic Esophagitis.

PP INCI.AL ;.';,$T1-TOR'S): MAJ Dennis R. Sinar
CPu uonaia Castell (u N), MAJ j. Walter Kikendall,

ASSCcIATE ]M'VESTOATOR(s): LCDR E. J. Cattau. MAj Thomas P. Gage, LTC J. Rice

FACILITY: IRA'C :Dp/SVC: Gastroenterology Service
S--------- ---------------- -- - - - -

AccU.4UiATIVE PIEDCASE COST: Accu-iL.RAT[vE CON;TRACT COST:. ACCUMULATIVEz SUPPLY COST.

FY-83 FUMEAS: CONTRACT COST: SUJPPL.Y COST: DATE OF Cri'NMiEE P-P0oVAI OF
0 0 0 k'.wNUA. PRo .sRES PPORT 5J3

STUDY O3JECTIVE: To investigate the efficacy of Indomethacin in promoting healing
and decreasing symptoms of peptic esophagi.tis.

rrCHN..,* A.PROACH: Patients with endoscopic and symptomatic reflux esophagitis
will be entered into a double-blind cross over study of the effect of
Indomethacin uoon healing of their signs and symptoms of esophagitis.
PPOI-SS DURIrNG FY-82: No patients at WRAMC were entered into this protocol because
no patiets who met the strict criteria for entry were identified.

MUIJSBR OF SJ3J.-CTS STUI-D:

FY-82: TOTAL. (TO DATE): BEFORE Co;,4LETIO';, O. STUDY: Study Terminated

SERIOUSAnJX ECTED SioE EFFECTS IN SUBJECTS PARTICIPTING Irl PROJ-CT(F NONE SO STATE):

N/A

Co;:cLusw ls: This study is terminated because of the difficulty in finding suitable
patients due to the strict entry criteria of the protocol and because several
of the investigators including the principal investigator have moved to different
assignments or terminated their associations with the Military.

PUBLiCATIONS OR ABSTRACTS. FY-82: None

FY 83 - Funding requirements: none are anticipated.
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DATE: 5 Oct 821 1, Y "NIT NO. 1432 STATUS: INTERIL.X Fr'5L

STARTI:u DATE: 1980 DATE OF COM-LETIOI:

KEY Wak, s: Lithium, Cytoprotection, 16,16.Dimethyl PGE2 , Nicotinic acid, Aminophylline
TITLE CF PROJECT: Lithium, Nicotinic Acid, Aminophylline, and 16, 16, Dimethyl
PGE2 as Cytoprotective Agents

PRINCIPAL hI.VSTIC ATOR(S): LTC Roy K. H. Wong, M.D.

ASSCcIATE IVESTIGATOR(S): COL Lawrence F. Johnson, M.D.

FACILITY: W'IC I DEPT/Svc: Gastroenterology Service

ACCu.9U.ATv.IVE f, ~DA' COST: - ACCUtt.UATIVE CONTRACT Co.T: ACCUMULATIVE SUPPLY COST:

$10,000.00 0 $20,000.00
FY-83 i' CAK: Co,Tcr COST: SUPPLY COST: DATE OF COcIrTEE APPROVY OF

j5,0O. t10,000 $15,000 I.NNUM_ PROGREss REPORT 25 1983

STUDY 013SJjVE: osuyteefet fh.u
aminopny1lne, PGE 2 on gastric cytoprotection in the rat.

1ECHI4CCL_ APROACH: Rats are pretreated with the pharmacologic agent, then 95%
ETOH is instilled into their stomachs. The animals are then sacrificed and
9raded for degree of hemorrhagic gastritis.
PRoGq-s DURItrn, FY-82: The second revision of manuscript on some of the cytou
protective data is in progress. Presently, additional work to fulfill requirements
for publication are under way.

UMER OF SU3JeCTS STUWIED:

FY-82:-I1,00 animals TOTAL (To DATE): BEFORE CC.aWLETIOJ OF SluOY:
trats)

&RIOUusAkiEX.ECTED SiDE EFFECTS IM St:3JECTS PARTICP, TIG Itt PPROJECT(IF F.ORE SO STATE):

CONCLUSIONs: Progress in this particular protocol has been substantial, and
further work concerning cytoprotection is presently being investigated.

PUBLICATONS O. A BSTRACTS, FY-82: Abstract submitted FY81
Work being reviewed for publication in a major gastroenterology journal
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DATE: 5 Oct 82 1 1_O__ ___T NO.: 1433 , ITERIM X F _.

STARTI'.G DATE: DATE OF COYLETIO: Acid Infusion

KEY tRDs: Gastroesophageal Reflux, Esophagitis, Radioisotopic Labeling, Organ Culture
TITLE CF PROJECT: Development of an An'mal Model for Gastroesophageal Reflux

PRuI.CI.?AL [;h;FST[ATrR(S): LTC Roy K. H. Wong, M.D.

ASSOCcATE IMVESTIGATO.R(S)' COL Lawrence F. Johnson, M.D.

FAc L-Y.m.. DEPT/SVC: _ -I __. _ _ ..

kct,,tUrLATivF ?,ED=,- COST: kCuAATiviE CC?1TRACT COST: ACCLULATIVE SJPPLY COST:
$15,000.00 ! 0 1 $5,000.00

FY-83 iFECASE: CONTRACT COST: SUPLY COST: DATE OF Cc:t.tTEE, iPPRO'/AL OF
$J OQ.9 $5.000 $10000 I'.NUAL. PROG R-SS REPORr FjB 25 1983

------------ -------------------- esp e--- d--
STUDY 3JECTIVE: To develop a model of gastroeohga reflu by i f@-acid
into the esophagus of a rabbit. Studies involving histology, thymidine uptake
as measured ouantitatively & qualitatively (radioautography)are underway.
ltCHN;.CL OPROACH: Rabbits are anesthetized, a catheter is then placed in the esoph-
ags Fie .I $ is infused for go mi s..after varyng peniQds of i fusi n, the
Inima s re sacriTced - gross and n1stologic sectiong mdean grade or te

n nA rhanQp
PPOSRSs DiJitiG FY-82: ,j 40 animals have been studied in FY 82 utilizing various
groups of animals with differpnt 4ci concentr4tions stdyi g both the thymidine
uptae and measuring the uptaKe via data emis!ion and a so tsee be-low)
Ni ".39- OF SU3J-CTS STUDIED:

FY-82: 4o TOTAL (TO DATE): 40 BEFORE C0,WLETIO.t OF STUDy: 80

SERIOuSAkieXPECTED Si.DE EFFECTS It Sj3JECTS PA.TiCIP-rIiG IMi PROJ-CT(IF J.!*; SO STATE):

NONE

CoNcLusrois: Significant progress in terms of improving the experimental model
has been made in'FY82. One gastroenterology fellow has studied 40 animals
using various concentrations of acid in the rabbit esophagus and has utilized
techniques to extract the radioactive DNA and also to initiate the assembly
of methods for radioautography. In addition, we are at present setting up these
procedures in the laboratory with the addition of new technical help.

PUsLICATIONS o.R ABSTRACTS, FY-82: NONE

Progress During FY-82 continued: studying samples for
radioautography.
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DATE: 5 Oct 821 Vow LINT V'0.' 1435 tSr~us:* IftrZRlIM X Fi:VV ..
STARTI-.G D~re: FY81 DATE OF CWLETION:

KEY Vb-US: Achalasia, Genetic linkage, HLA typing
TiT.E cF ppaoj.cT: Genetic Linkage in Achalasia

PRIP:.C[?AL lIfVES-'T[ATOR(S): LTC Roy K. H.-Wong, M.D.
ASSOCIATE IINESTIGATO(s): COL Lawrence L Johnson, M.D.
FACILITY: M-i- DEPT/svc: IAt py~

PRo,-.qE3s Dijitz- FY-82: Seven patients were typed in the transplant lILA typing
lab.

MYixisR OF Susj~crs S-mrza
FY-2; 7 TOTAL. (TrO DATE): 22 BEFORE CPCVLETJO,1 OF STUD-y: 30

SER1OUSAM~EXPECTED SiwD- EFFECTS JIM S'J3j--CTS PARTICIPATIfIG IN PPOJECT( IF VaNE SO STATE):
NONE

Co.,cLusropis: We are still collecting data over the last two years , andnave
collected 22 patients who have been typed with HLA determinations being made.

PuBLIcAtIo.4s ORt ABSTRACTS. FY-82: NONE
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6 Oct _82_ 1436 r: X f.

S.A<~X ~ June 1981 fl- -:... Indefinite

* -agetc Fil Hmsasis, A Proposed Treatment for Upper

Gastrointestinal Hemorrhage

rp2>A < .rnS. MAJ Mark T. Birns, M.D. _______ ____

1.&2*EA STJsrZATc'A(S): COL Lawrence F. Johnson, M.D. _________

,2K-I :c/Sc Gastroenterology Service
_____~~~-- --------------------. .v.E j~ ~

______ T ACCu. %,LAi - T-Z C3I-SP Y c.

---$,8OO. 00 0~3, O .00 (still on order)
Fl-K'3 :z:;:.: rP'C C(cTr: SJ-?i- COST: Ph IF C" -LPo; :

S-:,' Y To determine whether a ferromag net ic- pas-te a-pplfid to~ aW b61ed i ng
T-eiii--agnetic field will stop upper gastrointestinal bleeding effectively.

m>~;..~''~ct.Application of this ferromagnetic paste via a catheter passed
at the time of initial diagnostic panendoscopy for upper GI bleeding. An external

--eiectrpomaqnie-twiljprpyide-te _agnetic field.
~Y~:Awaiting electromagnet arrival at presetMC#96 e

ah reihpha -e ower and water supply/drain work order finished. Supplies and
chemicals all on order; many received.

FY- 2: 0 Tcr-4 (rD VATr:): 0 ~ 9~f. S,"_75

N/A
C:;.~:i N/A

~ ~:rIC:~ .STR'ACTS, FY-82: N/A
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DATE: 17 Sep 8 UNT NO. 1437 INTRIX Fi,.z

STARtr.G DATE: 25 Feb 81 DATE OF COLETION:

KEY Vbp .Ds:

TiTLE CF PPOJECT: Lactose Intolerance and the Diarrhea of Chemotherapy

PRI.;CAL hESTIO ATOR(S): Thomas P. Gaqe, LTC, MC

ASSrCEATE I!vESTGATOR(S): William Major, CAPT, MC; David A. Peura, LTC, 11C

FAcILI-Y: tWC I DEPT/Svc: Gas troenterology
- -r-- - - - -- - - - - - - - - - - -
kCXu;,.ATIV = f ECA T COST: ACCu4ATCvE CONTRACT COST: ACCLI, ULATIVE SUPPLY COST:

NA NA NA
FY-83 F"MAcKSE: CONTRACT COST: Su.PPLy COST: DATE OF Cc'IrrTEE iPROVAL OF

_ _ _NUAL PROSRSS REPORT FEF 2 j. 19

STUDY OsJECTive:

To study the cause of diarrhea in patients on chemotherapy

TcH.CAL APPROACH: Modification as per addendum (approv, , 29 June 1982) to
allow for three, rather than one, post-chemotherapy breath tests.

PRo -ss DjJtnrG FY-82: The GI Clinic has only recently overcome technical prob-
lems with the gas chromatograph used in performing the breath tests; since
we have been routinely employing the test (3 mos). we have not enrolled any patients
,44UR OF O.J3,C-cls STUo1ED:

FY-82: 0 TOTAL (TO DATE)' 0 BEFORE Cc.'VLETION O- STUDY: 15

SEP.IOUS/UWE.PECTED Si-e EFFECTS IN SUBJECTS PA.TICIPATING IN PnOJECT(IF IONE SO STATE):

CO;:CLUS fONS:

PUBLICATIONS Oa AB SRAcTs, FY-82:
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DATE: 2 8 Sep 821 'Ha% UNIT No.: 1438 STvrTUSi [itTER0i1 X F:.

STXRT!'.G DATE: 1982 DATE CF Co3 I-LETION: Indefinite, probably 1984

KEY IbRDs: Gastroesophageal Reflux. aspiratinn . spp
TITLE Cl PP.OJCT: OverniCht pH Monitoring of the Esophagus and Pharynx to Define
Sleep Related Events Associated with Acid Esophagopharyngeal Reflux, A Risk
Factor for Pulmonary Aspiration From Gastroesophageal Reflux

PRI.C'.PAL I;;.,sTIGGAT0RS) James W.. Kikendall . M.D.. & Lawrence F. Johnson, M.D.

ASSOcIATE I;VESTMCATORCS):K. Raiaqooal .M.D. ,MAJ.. W. OrrM.D., B. Jabbori ,M.D. ,LTC

FACILITY: W7-'C I DEPT/SIc: Gastroenterology Service

Acmwut...Tiva !~CASE COST: CW'ItAT EVE CC.;TRACT COST: ACCLCIULAT EVE SUPPLY COST:
0 0 -- --- --0 - -- - --

FY-83 iFEaDASE: CONr.MACT COST: SUPPLY COST: DATE OF CO.IITEE APoPR',.9F

_9000 0 $1,620.00 kNNUAL PROGREss REPORT I25 1993
-----------------------------------------------------------

STUDY O3JECTIVE: To define sleep related events associated with acid esophago-
pharyngeal reflux, a risk factor for pulmonary aspiration.

-MCHN;CL k PpOACH: Subjects with gastroesophageal reflux and symptoms suggestive
or aspiration or with pulmonary illness thought to be associated with reflux, such
as asthma pulmonary fibrosis interstitial pneumonttis will be studied during sleep.
PRO S1q'S DuRit.G FY-82: One subject meeting the entry criteria (see lb)
was studied during the Fiscal Year 1982. Although the tracing obtained was
technically adequate, it became apparent that computer support (see below)
t:LASER OF SU3JEjCrS STUDIED:
FY-82:, 1 TOTAL (TO DATE): 1 BEFOR-E CcPtETION OF STuY: 30

SEn.IOJS/UNEXPECTED SI.DE EFFECTS INI SUBJECTS PARTICIPATIIOG INI PPOJECT(IF i.IOE SO STATE):

NONE

CO;'CLUSsrnS: Deferred pending further investigation.

Technical Approach continued: These subjects will be monitored

overnight with esophageal and pharyngeal pH probes, EEG, and
other monitors to record swallowing and respiratory frequency,

changes in air flow, and coughing.

PUBLICArTONS OR ABSTRACTS. FY-82: None

Progress During FY-82 continued: would be necessary for adequate
interpretation of the study. We are currently engaged in approach-
ing various leads to determine the most efficatious means for
obtaining such computer support.
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20 Sep 82 Oi'CRK UNIT NO. : #1439 jSTATUS: ltTERIM _x FINAL__

SvRT:Tt;G UTE: 1 Jan 82 DAT CCo-LET I O;: Estimate: I Jun 83

>&_, ,V:L-: Chronic Dyspepsia Reflux Biofeedback

iTL. OF PRPGJECT: Chronic dyspepsia and excessive daytime gastroesophageal reflux:
manometric mechanisms dssociated with reflux and therapy with biofeedback

FNI:2A_ iWESTIGATR(S): Steven S Shay LTC

fSCCCIATE INVESTIGATOR(S) Lawrence F. Johnson COL

FACILITY: W, ,dC IDEPI'!SVC: Gastroenterology

P~C~S..AC.. ATIVE CCaCT CU'U L-.TIVE SU.PLY

COST:__ _ COST: COST: $300.00

F'-82: iXASE: CON7TTCT COST: SUPPLY COST: DATE OF C,"VMI E APPROAL Or-

-- -- $150.00 A;',NDNL PRCGRESS REPORf _ 2_5 5183

2S-L.. Q cE.MVE': Effectiveness of behavioral therapy, biofeedback, on control of

symptoms of heartburn and dyspepsia

-TN!P., POAC . Step 1: Documentation reflux by standard tests; Step 2: defining
mechanism of reflux as associated with a Valsalva's maneuver; Step 3: biofeedback
against abdominal wall, + Tension; Step 4: Confirm efficacy or failure with repeate
24 hour pH monitorinq.

,p.n_ oss Du-RImG FY-82: 3 patients accrued in addition to 4 other patien'ts
previously studied and treated at LAMC

OER CF St 2JECTS TO BE STIJDIED BEFORE Co" , LETIcN OF STVY: 10

S£Ricus/L';}sxEo SIDE EFFECTS IN SUBJECTS PXkRTICIPATIIG n PROJECT: None

CC';SLU5UtNS: Preliminary: Five of seven patients have improved with documentation

of same by 24 hour pH monitoring.

RL2LICATICNS OR A3STRCTSJ FY-82; None
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DAT : 1/17/83 j VIo UNIT NO.: 1440 j jjjjjjST'rus: INTERIM X Fir:'.

STARTrI.W DATE.- Oct 81 ,TF CF C M-LFTION:

KEY YL'9.S:
TITLE CF PROJECT: Does the Size of an Esophageal Stricture Determine Medical

Treatment and Clinical Course?

PRINC[PAL C1.EST. ATORWS,. David A. Peura. LTC. MC

ASSCcrATE U'VESTGAMr(S): Stephen R. Freeman. MAJ. MC: L. F. Johnson, COL, MC

FAcILI-Y: M1M C DEPT/Svc: GIAccu.mLATTV *v P.DCAS COST: AccsuAT. Vac CO::TRACT COST: ACCU:ULATIVE SUJPPLY COST:

See Originkal Protocoll- None None

FY-83 iEDCSE,: COWPn.CT COST: SUPPL~Y COST: DATE OF CC$7-11TrEE A'PPft 7 5 M93-- Han= Nnn,= Mw:, PP.o'-..Ess REPV^Rr ro_ 1
See or-" :ii l p Frotoco

Sm~b'O .J=-CTrv: 1. Do x-ray and endoscopic measurements of esophageal stricture
correlate? 2. Does stricture size dictate type & size of dilator initially

chos n? . T r ere 1 ion ndoo~ nor ant in ecu rene rate of symptom -=
eSee Plan section of original protocol

PRoy3G J?.r:: FY-82: Twelve (12) patients have been entered into the protocol during

the first year of its being in place. Of these 12, eight patients had a benign
peptic stricture, four malignant.

r1u4.SER OF SU3J-CTS STUDIED:

FY-82: 12 TOTAL. (TO DATE): 12 BEFORE CMPLTrrc: OF STUY:

SEPIOJS/UEXPECTED SIr-E EFFECTS IN SUMJECTS PARTICP..ATWj G Irl P.OJECT(IF :' SO STATE):
None

Cwu:OusiO ls: No conclusions can be drawn at this time because of the small sample
size enrolled in the study. Because of the small number which is far short of
the goal, continuation of the protocol for at least an additional year is planned.

PUsLICATIOS OR ABSTRACTS. FY-82:
None
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DAT : 28 Sep 821 Va. LL:+T 1:3.: 1441 Sr,,us: IITER1 ..N X F[::.1
STxnrI:.u D.ra: August 1982 DATE O CWc-LETIC: 18

KEY . Irritable bowel syndrome, Fibromyalgia .

TiTLE CF PPOsECT: Study of the Prevalence of Fibromyalgia in Patients with
Irritable Bowel Syndrome

PRI.CPAL Isr'STr ArTcS): Richard J Raskin., MAJ. MC. James W. Kinendall, MAJ, MC

ASscctr.TE 1:,.,Esrrc-ATmo(s): Lawrence F. Johnson, COL, MC, Richard C. Welton, MAJ, MC

FAcLITY: 1,'Z DEpr/Sv;c: Gastroenterology/Rheumatology

kctw-:t.Tzv-= EGCASE COST: ACiLTISCON~TRACT CosT: kQSCUZ'LAT [VS SUPPLY CO-5,:
0 |i 0 I $1,604.40 (incl FY83 budget)

FY-83 ECCISE: CONTTn.ACT COST: SUPLY COST: PATE OF Cr;"'v'rEL. kPRVIAL 0-
_a. S 1.604.40 NUA Pio.'_.q-ss REPc.Tr FEB § 5 1983

S 0y3J.CT-VE: To determine the prev-a-lece--o? -s-y-mptomsof---romyTga n
patients with irritable bowel syndrome

Tchc.,.v.L .'Apo-. 'ci: Patients with irritable bowel syndrome and control subjects will
be identified among patients attending the Gastroenterology Service. These subjects
will be referred to the Reumatology Service for evaluation for symptoms or signs of
PRO,-iz :J Diu;r FY-82: This protocol was only recently approved by -fibromyalgia.
the Clinical Investigation Committee. To date, only one patient has
been entered into the study. (Continued below)

EL-BROF S:'J3j-CTS STW- I sD:
50 Patients &

FY-82: I TOTAL (TO DATE): 1 BEFORE CC'_ETiO; ' 0.- STu.DY: 50 Controls

&RLOUS/UnS'XPECTEo Si.E EFFECTS IN SU3J-CTS PAaTICIPTIn3 I PiRJ-CT(IF I.XE SO STATE):

None
Co.:cLUS O,'ts: Deferred

PUSLCATO; S Oa As3TRACTS. FY-S-2: None

Progress During FY-82: It is our plan to assign to Staff Sergeant
Carol MacDonald the task of identifying the irritable bowel subjects
and control subjects using a flow diagram and referring the subjects
to Dr. Raskin in the Rheumatology Clinic. This should markedly
speed the process of identifying these patients.
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LATE: 20 Sep 82 7RK IUT ft. 142SA3: IrfrERh x FINAL_
e%-~IX AE 1Jn8 DAME OF C-PLrETIO::': Est. 1 Jun 83

LE'Y ',-JRDS; Domperidone, Severe gastroesophageal reflux

T!TI..E O= PRO.JECT: The Effect of Domperidone on Gastroesophageal Reflux in Symptomatic
Patients with Severe Esophagitis

PRINCIPAL. IVESTIGATOR(S): Steven S. Shay LTC

kSSCCIATE INVESTIGATOR(S): Lawrence F. Johnson COL

FA~CILITY: * RPN DEPTISVC: Gastroenterology

ACCUMILATIVE LPEDCASE kCUIULATIVE CONTRCT ACCLfMILATIVE SUPPLY
COST: -COST: -COST: $100.00

FY-82: tECaSE: Cornaf C.- COST: SUPPLY COST: DATE OF CC*'MI1TEE APPROVAL OF
___________ - Mlo L PPOGRESS P.EPORTLES 2 5 1983

STUY' 01JCE: Objective improvement on measured reflux by 24 hour pH monitoring
in patients treated with domperidone

TEcm-~ic.AL PPRoAc4: Step 1: Clinically indicate tests for reflux show severe
esophagitis; Step 2: Treatmient with Domperidone for 24 hours during pH monitoring

PRCGRE5_S cDauRBG FY-82:' First 6 patients accrued and studies completed

NUSZER OF SUBJECTS TO BE STUDIED BEFORE COFPLETION OF STUDY: 15

S ERI CUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PPOJECT:

CONCLUS IONS: None to date

PUBLICATIONS OR ABSTRACTS, FY- 8 2: None
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,.- Sep .2 . 1443 r- ' 1r ! ,, i .... X F

S t.,L.. 1982 I o.- ro* *. Indefinite, probably 1984

. Corticosteroids, pancreatitis
T.. r--7 Fi inc-6f-CdtTco--r6-f- S----eve Ac-it -- 1P- icreatitis in Man

S:'.c:'.A, ,,. r .s James W. KikendallMAJ MC
.w . i teifiU-rgi, ..-- L . h- fi ,1 .D -- , Lipmai,R.D.

!A" - '. rr ( ): J_ Ri-h-r-M . G d M, D., C. Rudzk_i,M.D.

___._.,_-_____.__- _ DE T/S,'c: Gastroenterolo_9y Service
c~;, jj:;.,i. LAC Ccsr: ( ccu,:u d.ri CC~ir..AZcT CosT: AC:'.yxrp T'V S .P.L' .jjST:... o ... "r ..

0 0

0 0 0 r ___

S. cr": To determine whether hy rcorisne i eei~1bpe
T0 -Te 1 Tn the treatment of severe acute pancreatitis

." .:-:Jr,Ei:Patients with severe acute pancreatitis will be randomized to
hydrocortisone or to placebo at entry into the study. The clinical course of

-,patients_.Qn_ hbydrocortisone treatment will be compared (see below)
F: -. ' No patients have, thus far, been entered into the study
pending approval of this protocol at the various institutions which will be
involved in the multicenter study. A-meeting of representatives (see below)52L. , .e-32-cTZ, SiuJ:E ,;

FY-~_:~ _ T (~h;.C(T ): 0 B.c'. C-.E Sru:": lO at WRAMC

....... 1 UC,,:c , Z : 'F.--CTf, 1!: PPi. i,.- r:;:3 ii Prcr F ,,:- s T.rE)

NONE
Co,,:_u c: : Deferred

k..",: ,'-- FY-32: NONE

Technical Approach continued: to that of patients on placebo

medication.
Progress During FY-82 continued, from the various institutions

will be held in October 1982 to
work out final plans for the conduct
of this protocol.
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DA TE: 17 Sep 821 0-\V T 1):'0,W 1444X

STARTS:A'- GAE' 29 Dec 81 DATE C' COX,-LETlc..: Jan 83._______
KEY IL- s: Intestinal Biopsy - saGie
TiTLE CF PPOJZCT: Small Intestinal Biopsy using Swallowed StringasaGie
Comparison with Standard Techniques

PRINCIP'AL h.Y3TfnZAT0R'S): Thomas P. Gage, LTC, MC
Asscc(ATE lNESTCATOR(S): David A. Peura, LTC, MC; Lawrence F. Johnson, COL, MC

- - - - - - - - - - - - - - - - - - - - - - - - - - - ---- - - - - - - - - - - - - - - - - - - - - ----- - - - - -

Accu.Ut.ATI VZ_ E.CCASE- COST: Accutpt.Ariv Co:;rRAcr COST: kcCU;uLAT!vE SUPPLY COST:
NA NA *NA

_Y-3__________AT CST _________ COST:. PiE OF RE-PovT ___;___

-------------------------------------- --------------------------- -----

TCVioO3J4CrfvE: To attempt to develop a simple, reliable technique to
obtain intestinal biopsies, and compare the new method with standard techiiques

7;ECW4N.V.L P'220-21: rhe patient swallows a weighted string which intestinal peri-
staltic activity advances to the jejunum; a modified Rubin tube biopsy capsule
I.s .ad afCftd Ouer..±k3Lstring: a.11owlnjg Jrpid advanrPm~nt to the biopsy site.
P~oGIR~ss D~iau;- FY-82: One patient was admitted to the study and randomized toI receive the standard biopsy technique.
MXIBER OF ShJ3.. CTS STUDIED:

FY-82: 1 TOTAL (TO DATE): 1 BEFORE CC."LETION OF ST-U:y: 15

SFR1oUjsAJn=_xPECTED SI.DE EFFECTS INl S!U3jE-CTS PARTICIPjTI(G in PinoJ_-cr(1 ' 1NE SO STATE):

None
CCo:LUSr~IS: It is hoped that 4 or 5 more patients may be accrued before the
above completion date, such that if early results show benefit to the new

technique, an extension of the trial completion date may be requested.

PU8LICATION9S oi AsSMTACTS. FY-82:
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DATE:19 Jan 83 iolh- U .IT 0.: 1445 i 'T u , X Fi:

STA.RTI: DATE: June 1982 DATEC CI.'LET:I: End 1983

KEY lb-os:
TITLE CF PPOW=CT: 99mTc - Tagged Chicken Liver Gastric Emptying in Patients

with GER

PPIPecEPA. J ,EsrIOAro S): Steven. S. Shay, LTC, MC

ASSCciATg lNvESUrC.ArOM(s): Lawrence F. Johnson, COL, MC

FAcLIrv: M-"C X -I )pr/S:c: GI
- --------------------------------- ----------------------------

kc mFE, u.i-V E COST: ACCU,.iATIV. C rRACT COST: ACCV..;ULATIVE SJPLY COST:

None ' 300.00 None
FY-83 P~C&S: CONTRACT COST: SWP.Y COST: DATE OF CC.'THT7E A-pov-, IL OF

._____.____..4NUAL Pi.O -ss REP.Tr F17i.- 5 1993
------------------------ --------

STuoY n3jECTIVE: Contribution af abnormal gastric emptying to GER.

1SCM.-CAt APROACH: Patients classified into different GER groups. Then
gastric emptying assessed.

P OSiz5 DURiw PY-82: Studied 20 subjects including 6 controls

14'SiR OF SUSJEZCTS STUID IED:

FY-82: 70 TOTAL. (TO DAT.12): BrFOE CC-'--LET[O-: .: STU.zY:

SeRIOUS,,I=.XECTED SIDE EFFECTS irt SU3JF.CTs PA'RTICIP.rIG IN Pi, J--cr( IF ; SO STATE):

None

Incomplete

PuauwCTwiOS oa~ ABsTRACTS. FY-S72:
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DATE: 2/16/83 WOW UNI T 3O,: 1446 Strus" [tITERI.I XX F w..L

STARTI : DATE: Dec 82 DATE OF COcLETIOI: 1984

KEY oRDS: Dltazem Atrhalagia

TiTLE CF PROJCT: EFFECT OF DILTAZEM IMPROVING ESOPHAGEAL EMPTYING

IN PATIENTS WITH ACHALASIS.

PRIN;CIPAL ItESTICATORCS): Roy Wong. MD

ASSCCIATE IfVESTIGATOR(S): L.F. Johnson, MD

FACILITY: MREAM DEPT/SVC: GI Clinic

AccuLmJ.AT VE PEDUSE CosT: kcItA.ATIVE CG:RAcT COST: ACCU";ULAT(VE SJPPLY COST:

FY-83 I.FfSE: COITRACT COST: SUPPLY COST: DATE OF C-.1917EE APPOY45 0-
k.4uAL PR oSss PoaTFEB 5 1983

-- - S- udy - he - of-D-l-a-e--oi-------------------- -----
Stuoy Q3J--CTEcr: Study the effects of Diltazem on improving

esophageal emptying.

TECHNM-CAPPROACHDiltazem given post operative, followed by

manometric evaluation of sphingter pressure and esophageal
emptying studies,
ROGrwss NDun.q. FY-82: One patient placed into protocol.

.t,4sR OF SU3J.CTS STUDIED:

FY-82: TOTAL (TO DATE): I BEFORE CO.LSTiON OF STUDY: 9

SERIOUS/UiIEVECTED SIDE EFFECTS IN SU"'ECTS PARTICIPATI!G INI PROJ-CT(IF I3,/ SO STAT):

NONE

CO ICL'S IONs:

None, await further studies.

PUBLICATIONS oa ABSTRACTS, FY-82:

None
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DATE:_2/16 /8 OW 6T GcteO.: 1448 TU: ___16 F A

STARTuz DATE: 2 4 August 1982 DATE OF CONPLTIcN: August 1983

KEy J;DS: R ats, Salicylic Acid, Gastric Mucosa
TrX CF PRO.JECT: EFFECTS OF SEMI-CHRONIC INGESTION OF LITHIUM AND
ACETYLSALICYCLIC ACID ON RAT GASTRIC.MUCOSA ANT) KIDNEY.

PRoim;[A IhVISTIC.ATOR'S): Roy Wong, MD

AssOCIATE 1f!VEST[GATO.RCS): L.F. Johnson, MD

FACILITY: 049RPC IDEPT/S'C: GI Clinic
------ -- --------- __ -- -----------------

________ $7, 125 kAI.. PposRnss REPORT FEB&.25 192a1
------------- ----- - -------------- -- - - -

Sruoy 03JECTIVE: .Study Gl blood loss via T-trct7 after injury
WILM ASA and protection with lithium chloride.

*r~cwH4',v.LP 'AcH: Lithium chloride given sub cutaneously, ASA
given post operative; labelled RBC's -- given IV -- measuring
of fecal blood loss measured in stool.
P ROGSDJ IG IFY-82: Approximately 40 animals studied with many
improvement in methodology, injecting rat tails with ASA.

FjJIAjR OF SJ3.'_c7 STUDIEZ:

FY-82:_4 0 TOTAL (TO DATE): 40 BEFORE C0PLETIoM: W Sru:)y:

SEPIOUS/IN!XECTED SiDrE EPFECTS IN StJ3JECTS PART IC1PAT f-1 IN PEP0JECT(I wI:MrE SO STATE):

COW:CLU3 IOtS:

None thus far.

PUsLICAT IONS wt ABSTRACTS. FY-82:

None
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IQ-2-8Z . 1520
," .- ': 4-14-74 -. " H r: .. 11-12-76

Cranial Radiation

Ti F.' /2T: CALGE # 7411 - Comination In Childhood Acute.

Lymphocytic Leukemia.

.... .... Raymond B. Weiss, M.D.

Fc[L_ r..He: ematalogy/ Oncology - Dept. Of Med.

k~CL;:L:t.ATIVJ- 'EUSE C.^r: [ !.CL;;1t4AT( C.:- :.- C03T: -

Fi- ] .'zrf :c...,_.. .,_~~~~~~~~~~~. [~.. ...... " 'U
, '

.. . ,.,:]..o'....:. ... ,L...

0__ 0o ! 1.:C". .', V .: Z~,. ?, i,- F.EB-.2-5 1983
C7..u)_ ,]-__ :1-'.:Assess role of early, cranial radiation . Determine, role of more
vigorous induction for high risk- patients. Compare three- re-infarced maintance.

" Standard risk patients were randomized to Reg. 1. Vincristine,
Prednisone, Methocrexate ,introtfLecally and L-Asparaginase. Reg 2: Same plus
._crfala~IJ.radiion.o H~g1h _r .kpat~ent.$ were. . domized to oregimen II - ,re .imen [II

S. - jidentical to Reg. II but includes Dauremycin.[
Protocol has been closed to patient entry since 1976. 4 patients remain in
_oapete remission. 2 are lost to fol..

sl-- - i .- 3. :-., ,... .___.- 6- - . . .. St~' l

.,,. ".: - .J S;:;_ ,R:cj . ,, 2 L :. ... .2 ( ... . " 7-...

NONE

. L.-- :: See 78-79 Annual Report.

NONE
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...- 2-82 "1532.
0. 06-24-74

Combination Chemotherapy-.Hodgkins Disease

:"". # 7451 -Combination Chemotherapy and Radiotherapy of
Stage III Hodgkin& Disease (Yhaae III)-

.:... . . Raymond B. Weiss, M.D.

,r;LV-.: -LIT5 _''Svc: Hematology/Oncology -Dept.Of Med.

0 0 - ~0 ___

H-~ Kiic: CA~ 2 r: ..Lr,-r C ., ':- . .*' .:" :_-

0-0 0 ,. 'A.r F tB 5 1981

STL-,Y Primary: To determine if combination iductE~z on i~p
fo--i-ow--if-single agent -maintance. therapy produces different frequencies
of _epons .uration of remssion and survuval from treatment vi th. a total-over

S... . ' Vincristine 1.4mg/m2 week IV X 2 - Procarbazine 1O0g/m2 day 1-14 DC

Prednisone C Mg/M2 po/day 1-14 - RT. Total nodal irradiation ten our of 15 achieved
___________iLa C,.___

1. WRAMC no longer enters patients on this study.
2. CALGI entered 14 patients from 4/28 to 10-22-80

FY-K,2: 0O- far. (D A'.): 14 Ro.- " .-Z- NONE

.. :... :. ;,E. -C :3 SI .- F':'CTS ,A S '- . . , '

None at WRAMC ,See below.

-- 'J- - --- ; -  Chemotherapy followed by Radiotherapy had E' taxity in intially

symptomolic patient, Combined RT +CT had higher CR note but the same survival Note.

NONE

Study Objective, continued: nodal irradiation, total nodal RT
followed by Chemo and Chemo followed by nodal RT.
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DATE: 10/2/81 1 1311:UNT NlO.: 1534 SrATJS:' INTR~III X F r..

STARTI:.. DATE: 5/7/75 DATE OF CO"PLETIO;: 10/77

KEY VOP.JS: MER Immunothexap Myeocyt, Leukemia,
TITLE CF PROJECT: CALGB: # 7521 - Comparative Study of the Value of Immuno-
therapy with MER as adjuvant to induction and two maintance chemotherapy
progr-s in Acute Mv Iocytfc L,,k.ma

PRINCIPAL IM"STICATORfS): Raymond B. Wei.ss N.D.

Asscc[ATE IMvESTIGATO(S):

FAcILrY: P, I DEPT/SVc: Hematology/ Onc. Dept. Of Med.
-~~ -- - -- - ... -" - - - - - - - - - - - - - - ---------------... ..- -.... .. ... ..... . . .... ....-

Accu r_,-TIVE .ECCASE CosT: Accm.ULA-T[v CO:NTRACT COST: A.CU.ULAT[v SUPPLY COST:

FY-83 i' ECASE: CNT.ACT COST: SUPPLY COST: DArE o. Co 'M ,EE AoPR0V"t. .;: 5
on 7 .NNUAL PRoGRzss REPORT 1

-----------------------------------------------------------------
STUDY 0SJECTIVE: To determine whether Mer Immunotherapy increases remission
rate or duration. To compare- monthly maintanca Withf ARA.C and 6tg with

alternating cycles of ARA-C and 6tg wLth Vincristine- Prane-thasone and ARA-C

TECHN.OCP ppROaCH: Standard induction with ARA - C 100mg/m2/Day by continuous
infusion for 10 Days + Daunomycin45mg/m2/da/IvlpushV n da k-2-3 thgee maint-
ance arms, 2 including Her 1 of the w-. Zth. cycl ng v a uerameitnasone.

PROS.=.sS DuF t FY-82: The 5 patients at risk for relapse in 1981-82 continue

in complete remission.

M13ER OF SJ3JECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 35 BEFORE CO'.PLETIO;; O. STUDY: Closed

SERIOUS/UeiLE==CTEO St-DE EFFECTS IN SU.3J-cTS Pa.TIcfP;,rIrG IN PRWJEC7(IF NONE SZ STATE):

ent wil-h bone marrow transplant (off study) has radiation induced
.CW I1inatin i4pa.qp

CONLUs3O1s: Immunotherapy of no-benefit with Acute Leukemia maintancetherapy.
Discontinued after 3 years does not increase risk for repaspe . Study closed
for 3 years.

PUSLICAT IONS OR A3STRACTS. FY-82:
Cuttner, S. Lt al : Chemimmunotherapy of

Acute Myelocytic Leukemia with MER in Preparaties.
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:10-2-82 K> '.. . 1535 {.x

1975 -. '. " , ,1980
_ --J.:'-:_ _M~ grlt__ mhcotJerapyJr.hmnoth.Perapy...... ... .

S- . .: CALGB # 7581 - Long Term Surgical Adjuvant Systemic Chemotherapy
With Or Without Adjuvant Immunotherapy in Mamary Carcinoma.

'__ Raymond B. Weiss, M.D.

.:,. -. Hematalogy/Oncology - Dept.Of Med.

0 0 0

-- 0- 0 FEB 25 19?3

S. -_ To compare combination chemotherapy with or without immunotherapy
in treatment of stage II Breast Cancer

.. . CMF VS CMFIP VS CMFVP with MER

S.. _Of the 42 patients entered on this study, 6 have been lost to
follow-up, 7 have died, 29 are alive and bo-ing followed. Of these 29, 25
-patT-ents _rjvjio.vide _...of_ diseaseand. 4 patients are alive with- disease.

... i 0- - 42 CALGB -800
.... . -WRAMC - 80

NONE J . . -

SEELAST YEAR

SEE LAST YEAR
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DATE: 10-2-82 V R ;K'JT N3. 1537 STATUs" [,JTRit X Fw:

STAXTI:.G DATE: 8/5/75 DATE C CO' LETIM:4: Closed

KEY ~P~.S: Combination Chemotherapy Hodgkin's diseaseStage Iv.

TITLE CF PROJECT: CALGB: + 7551 - Combination Chemotherapy and Radiotherapy for

Stage 1v and Ill B Hodgkin's Disease.

PP:,"CL?AL IwI23T[cATGR':S): vja=ytjr A-~ Upq M.1),

ASSCC[ATE T1WESTrCATOR(S):

FACILI-Y: Vr,,C D EPT/Svc: Hematology/ Oncolo gy Dept. Of Med.

Accu-vLATIV .S CAS. CosT: ACCUt.ULATIVE CC:;TRACT COST: ACCVULAT[VE SUPPLY COST:

00
FY-83 f'lC/,SE: Co,"rRAcT CosT: SPitY COST: DATE OF Cc'.- iTrEE A-PROVIAL 0-

00 00 nn k.NUAL PRO-' =SS REPORT Eiag2i5aj

STUOY O3JCTfVE: Compare remission frequency and duration of 12 vs. 6 monthly cycles
of CVPP. To determine if radiotherapy augments efficacy of 6 monthly cyclesof CVPP
Tn A rArmn Tf adinthe-rapy _iven between cycle.% 3and 4 is preferable to that

11CHI-iCL APPROACH: I after 6 cycles._
Chemotherapy CCNL /Img/mL plo. day 1, Vnbastine 4ig/miv7day I and 8. Proabalie
100mg/m2/po/ day 1-14. Prednisome 41=g/m2 pedal -14 , Radiotherapy 250Q rads.

PROgrEss NDup: FY-82: [in 4 weeks to gross disease.
M 8,0 ion,,r inters patients on this study. CALGB entered 22 patients from

0 to 1/22/80 .Prior to its closure we entered 7 pt.s , 5/7 are in CR.

VUl3ERFOF S-J3jEC7S STUoI-:

FY-82: 0 TOTAL (TO DATE): 22 BEFORE CC FLETION 0.: STUDY: closed

St-IOtJS/Ua',SXPEcTEo SmO. EFFECTS IN .S .l,jCTS PAITICIPATI GIN PROJECT(IF ;:2:E SO STATS):

NONE

CO,:CLUSr0:lS: There is no difference among the treatment ar in patients of re-

laspe on CR. Younger pat'lents Cage less than 50) have significantly higher CR note

than older patientss. Cage 50)

Pu .I CrAis o. ABSTRACTS. FY-82:

NONE
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DATE: 10/2182 C l.T tb 3 STATUS- INTERIM F v:as

STAqTU. DA E: 7/28/75 DATE OF COPKETICIN:

KEY iojs: Hodgkin's Di ease.

TITLE CF PPOJ-:CT: CALGB:47552 - Combination Chemotherapy and Immunotherapy for
previously treated Stage 111 & & IV Hodgkin's Disease.

PnI:Cj?AL TMEST[C.ATORS): Raymond B. Weiss, M.D.

ASSCcIATE h,:ESTIGATOM(S):

FACILITY: ~ DEPT/Sc: Hematology/ Oncology- Dept. Of Med.
------------------------------------- ----------------

AcCU.'t!txrIv= E ECASE COST: ACCu-iJLAT[VE CONTRACT COST: ACCIMUULATtVE SUPPLY COST:

0008 00,%T OF OO11 I T7Eo Po VLO
FY-83 1"*ZECSE: CONTACT COST: SUPPLY COST: DATE O; C"uI-E. k'PROVAL Or

00 00UAL PROGSS REPORT FER 2 21

STUDY' 03.JcTIVE: Comparison of two different--four -drug- regimens-. -To explore i'al-
naternating regimens. Examine contribution of MER.

TECHWC:AL PPPO-CH:Reference appended schema. Note addendum #5 ,discontinued
Mainsengne Chlcrambucil. kddendum #6 discontinued. MER (Methanal extractable
residue-BCG) CCNU, UBN, P-oc, PRED, (IMER) compared to BLEO. ADRIAVCN, Streo-

PROGRE3S DiJRIt: FY-2.[tozoticin (IMER) exam of contribution of MER.
Study closed 12/81. 6 pt's. were entered prior to this date, 5/6 are in CR. 1/6 dev-
eloped AML & expired.
,I3ER OF SU3JECTS STUDIED:

FY-32: 0 IOTAL (TO DATE): r BEFORE CC PLETiO1 OF STU!Y_.. Joed

SERIOUS/U:EX"ECTED SIDE EFFECTS IM SU3JECTS PARTICIPArf!G Iff POcJECT(IF I-:3- SO STATE):

one patient developed AML

CONCLUSIO:S: preliminary analysis of dat indicates no significant difference

between chemotherapy regimens.

PUBLICATIONS O ABSTRACTS. FY-82:

NONE
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DATE: 10/2/82 1W.OP UNIT ~3:1539 Suavus:' f'ireRu- F wv X

STAXqT 1:. DATE: _____DATE CF CCMI.ET101N: 9/81 ____

KEY Lx.os: Chemo therapy anf Imqunthz =_n_5ag&_I1L and fTV NeurnMb 1 toma
ITLE CF PPOJ--CT: CALGB: 7541: Combination Chemotherapy and Immunotherapy in
previously untreated Stage III and IV Neuzroblastoma. A phase III study.

PRINWCIAL JMr:ESTIC.ATCrns): Raymond B. Weiss, ltD.

:1 ASSOcIATE IM~ESTICATO!R(s:

FACILIT-Y: Wg-C DEPT/S"C: Hematology/ Oncology - Dept. Of Med.

00QQ. on... no.... lvoo P~o--Pc~ss REPaRT EB 25 199-1

STtJOY 03J=_crIVE: To evaluate the role of triple drugs, Vincris tine, Cyclophos-
phamide, and Adriamycon combination chemotherapy-in previously untreated Stage
TTT nMvA TV narbnt= To % tfi JIMMiinogi4.a 1 re~p0Ua4 3en_. of -SEE
1tCHNMC.-L A'PROACH: Vincristine, Cyclophosphamide, adriamycin, Vs. Vincris tine below)

Cyclophosphamide, Adriamycin , And M~ER.

PRO~qSRs WR.IN:G FY-82: Only 5 patients have been entered 1 was inelgible be-
cause of prior therapy and therefore taken off study. the remaining

4 have all expired. This is- now- closed. WEAMC h~as no patients being followed.
MiXA.3ER OF SIJ3J=ECTS STuDIED: [ This is a finalized report. L

FY-82: 0 TOTAL (TO DATE): BEFORE CC,'>-LETON 0.: STUY'_CLOSE

SEP IOUS/UMEX.'ECTED SIDE EFFECTS IN SU3JECrS PARTICIPATIOG IN PPOJECT(IF NONE SO STATE)'.
NOne

CONCLUSbIPS: WRAMC date too sparse. to formulate any conclusions. CALGB data
shows both regimens to be effective.

PUBLIAn OR ABSTRACTS, FY-82:

NONE

Study Objective continued: Patients with disseminated neuro-

blastoma, both prior to and during therapy.
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DATE: 10-2-8 1~ VUN U3 STAT15-3S: I TE Ri LT_ 0%3!_

STARTIr.G 1DTE: 1/2/0/81 P'TE OF COMLETeN: 10/79

KEY ;1;2s: Lymphocytic Lymphoma
TITLE CF PRoJzCT: CALGB:# 7651 - Combination Chemotherapy for Stages ill and
Iv Lymphocytic Lymphoma in Adults with our without Radiotherapy

PRI:CI,.?L I:?,,:ST[OAToRS): Raymnd B. Weiss. M.D.

Asscc lATE N!,ESTIGATOR(S):

FACILITY: VM-C I DEPT/Svc: Hematology/ Oncology - Dept. Of Med.

ACCU.,9_ATIvE UCAZE COsT: A CCLu-ATmVE CC:;-RACT COST: AcC'. ,UL-;TIVE SJPPLY COST:
0! no I n)(

FY-83 i"SCASZ: CONTIACT COST: SU.FPLY COST: DATE O- CCt. '1ITTEf *' po0 1983Un ni. PRO.R-SS REPORT '2 5 1983

STUOY 03J7CTIVE: To confirm improvement in remission induction of Lymphocytic
Lymphoma by adding Straptenigrinto ,Vincristine, and Prednisoam. To examine

1MCH.I*.C,',L APPROACH: Chemotherapy to all patients. StreW- and duration
tengrin lmg/m2/ wki po/ x 6 wks. , Vincristine lmg/m2/iv/6 wks., Prednisone 40/
m&/m2/po/x6wks. .Maintance. RT. 30Q0-4QQ0 rads to bulky- sites followed fi (CV1

PRO SEss JRim' FY-82: [Cytoxan, Vincristine, and Prednisone. or only CVR.
15 patients entered at IRAMC in the past. This protocol has been closed to patient
entry since 10/79. 3 pt's. are alive with no evidence of disease. 9 have expired

1kV' 3Z-% OF SuBJeCTS STUMrED'1 2 are lost to follow-up. 1 has been taKen of study due
I to logistical problem-.

FY-82: 0 TOTAL (TO DATE) 15 BEFORE CO.WLETO: ' W. STUDY: Close.d

SERPIOUS/UE-PE=CTED SIDE EFFECTS IN SU3JE-CTS PARTICIPATICG IM PROJECT(IF r..E SO STAI):

Radiation Hepatitis

CO':CLUS O'S: At ITRAMC, there is a 50% remission response rate witFL thts LhLerapy.

Radiation therapy has proven to he of significant toxicity following chemotherapy.

PUBLICATIONS Oa ABSTRACTS. FY-82:

None
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DATE: -,,-, , % IT No.: 1546 TS tr .I F i.

STARTI.: DATE: 7L27/77 _____ DATE T COMPLETIO.: 7/16/79

KEY tb.S: Acute Lymphocytic Leukemia

TITLE CF PROJECT: CALGB : # 7611 - Treatment of Acute Lymphocytic Leukemia in
patients under twenty.

PRt.N:CEL Iwf.ST[GATORS): Raymond B. Weiss. M.D.

ASSOCIATE tMVESTIGATOR(S):

FACILITY: MP9IC I DEr/Sc:Hematology/ Oncology- Dept. Of Med.

ACCmr-..ATIVE FOCASE COST: 4ACCUi-ATi E CONiTRACT COST: ACCSV"JLAT:VE SUPPLY COST:

on DO 00
FY-83 iECUMCE: CON4TRACr COST: SUPPLY COST: DATE OF C, . /r PRO",.L Op.0 . nn A.kNUAL PRO'R=SS REPORtr FE a. 2.2. 1

STUDY 03JECTIVE: To test whether High dose Methotrexate can substitute for cranial
irradiation in decreasing the- incidence of CNS Leukemia. To test whe-ther con-
SO'.j~ ""1t13 WEhigh 4066 Xstho ciAGIncenass the duration of W.

TECH-V... APROACH:Induction with Vincristine and prednisone and L- Asparaginase
50% of patients will receive high dose Methotrexate 500mg/m2x3 during consoliadatin,

POOm-ss D ujir, FY-82: No patients entered in 1982 . Of the 4 patients one remains
in CR and is followed at WRAMC, two patients in CR were Transferred to other
institutions and are lost to folloy - I, the. last patient voluntarily stopped

11M3 SR OF SU3JECTS STUDIED:[ maintance. therapy and went off study and subsequently relapse.

FY-82: 0 TOT. (TO DATE): 7 BEFORE CC:,'tLETiO.4 OF STUnY:closed

SERIOUS/IEXc.ECTED SI-DE EFFECTS IM Su!J-rcTS PAITICIPATIOG Irl P,'oJ-CT(IF ; SO STATE):

Severe Mucositis 2o to MIX

C-C:LUS 105I: Protocol is closed. Conclusions same as 79-80-81

PuBLIcArIOs OR ABSTRACTS. FY-82: Voorhais, at al : effects of difference forms of
CNS proplylaxia on pituitary function of children with ALL. ASCO abstract 1981.
F-reeman, at a] comparison of intermediate dose MMK with Crainal radiation
in children with ALL * Abstract ASCO, 1981.
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r=:10-2-82 
1 5 4 7  x

Sr .:.P: 11-1-76 .- -2-1-80

TiTL C17-;r:CT: CALGB # 7682 - Combination Chemotherapy or Chemotherapy

Imunotherapy For Metastatic Recurrent Or Inoperable Carcinoma of The Breast.

- .Pr:C. L . c.,, ..- ,. Raymond B. Weiss, M.D.

A~sCCA'rE 'N..' STIC.AP.Z(S)-

FACIL-,Y: . .iP ,/SC:Hematalogy/Oncology - Dept. Of Med.

kCC.;VATIv-= '*"CASZ cr C U~ A!~ C~ d r CCs7: PACJ .R-iTVZ SJ-PPLY ) T

J -- -- 0-- -- - - - - - - -
F,- r. "",C : Co% ,rT CoST: S'P,' COSF: -'

Q '_ -d NUAL PR.-Rz-C RP _P__________

S-:' Cz-Cr'.: To compare remiss jon induction frequencies and duration of
the CAF, CMF, and CA-fVP combinations.

h.:Z- -- . : Prior t9 random zation for treatmyent-atients ti.i be. ,gatified
according to dominance. or metastatic area, Visce-ral -sda( sot tissue wtucn
deve2p either less than one year .from daonosis or equal to or greater than
F','.- .:; ~~ F'(--2: [ one year from diagnosis.[

Of the 12 patients entered at WRAMC, one s-till remains free. of disease
_I TS proaressng . 10 have expired.

"IS ' = :J3JSLFS STUZ;.:.L;

FY-32: 2 To-,- (,3 DATE): 12 BEFORS Ccm--rrc2 S... Y 20

S~R3/.,x.'cTz.Sifl.Z LEF'TS U1 S'J3J-.CTS Prc~ [.1 PRc0'T:F S- ST ~Arc-).
NONE

CO.::L2'J23: CA and CAM prolonged surviyal as compared to (,MF. No difference

be-tween CAF and CAFV? arms . MER was of no Benefit.

PuSLICA Nto: s 0o1 t.sr), cTs. FY-S2:
Aisner, J. et al , Frequency and Duration of Response with. Combination Chemotherapy
for metastatic Breast Cancer.

ASCO Vol. 20-1979.
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DAT-: 10/2/82 I WI0c UNIT No.: 1551 NSTATUSi INTERI X Fim&

STATIrj. DAre: 8/1/76 PATE OF CM-LETON: 9/29/80

KEY WOS: Acute Lvmahoctfc Leukeiia
TITLE CF PROJECT: CALGE: # 7612 - 'Therapy of Acute Lymphocytic Leukemia

in Adults.

PRIN:C ?AL |IrESTIC.TnR'S): Raymond B. Weiss, M.D.

AssccCATE frww~rraroq(s):

FACILITY: WEI DEPT/SVC:H e ma t olog y / Oncalogy - Dept. Of Med.-- ; ---- --- --- - -- ---- -- -
kXSmJATivi PEOCASE COST.': ktxlLATrcva CompxRA COST: AcCL&V.UATIVS Sup,.Y COST-00 00 1 00

FY-83 iPEDSE: COITRACT COST: SuPLY CosT: DATE OF- Cm.'irrEE APPRov, O
__9O 00 0 0 446L POL-ss REPur FEB 2 51983

SmoY Q--cr-vE: To determine w hethar adding Danuomycin to Vincristine and

Prednisome followed by Asparaginase will improve frequency and duration
zesousea Tn dta-rinp f MER wi111 increase rmssion duration.

I wj' PROANCH:Regimen 1: Vincristine 2mg/IV week x 3 , Prednisone 40rg/m2
po x 21 day , L-Asparaginase 500mg/m2 IV daily x 3 orally (day 1-3).

P~oi0 :.s DJ~imr FY-82: Study Closed Sept. 1980. Total of 16 patients entered, 12
have expired, 2 pts. lost ot follow-up and 2 pts. remain in complete rem-

ission.

r,,"3.. OF ,'J3JC iS STUD I D:

FY-2: .0 10T.- (TO DATI): 16 BEFOPE CC ',-LETiO:: 0.: STU.Y: Closed

&'Sc-iiANmXECTED S1ie EF;E-CTS IN SJ3..ECTS PA rrClPAIG M in J7T(f i'!0%- SO STATE):
NONE

C,', . ;,o,: MER immunotherapy of no benefit. Addition of Antracycline

(Daunomycin ) superior to Vincristine/Prednisone alone. Median survival

16 months with optimun therapy.

PL.!CAr[O:is C PSST,,rTS. FY-S2:

NONE
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DATE: 10/2/82 1 11OW UN(T No. 1552 STTRTUS iiTER4 X F.,_

STRTI". DATE: 11/30/76 DATE OF CO*-LETIO:i:

KEY UORs: CLL ,_.

TITLE CF PROJECT: CALGB: # 7632 - Chemotherapy in Indolent CLL

PRINI:CIPAL h;VESTIC-ATOR(S): Raymond B. Weiss, M.D.

ASSOCIATE hIVESTIGATO.(S):

FACILITY: W.9;iC I DEpT/S"¢'c: Hematology/ Oncology - Dept. Of Med.

kCu%'-*LATIV- i.ZErS COST: CcuIULA( TIVE Co.;rACr CosT: ACCumL-_ATIVE SUPPLY COST:

nn n0o 1 00-
FY-83 iSCASE: CONTRACT COST: SUPPLY COST: DATE OF Ca'.,irTTEE j PR^L 0-

Son o kNUAL PROGR-_SS REPORT FEB 51983
----- C----------------------------------------------

STUDY 03J=CTIVE: To determine if chemotherapy with Chlorahbucilin indolent
CLL will prolong survival.

TEcW;CL APPROACH: After intial 12 week observation period patients are ran-

domized to Regimen 1: No treatment, or regimen II : intermittent Chlorambucil
Q.5m /kg P a 28 dav,.
PO.Ro-S DURIN:G FY-82: To date 3 patients have been entered. I patient experi-
enced progressive disease and was removed from protocol . The remaining 2
batients are alive with stable disease.
NU,'ER OF SU3JECTS STUDIED:

FY-82-: n TOTAL (TO DATE): 3 BEFORE COMLETION OF STUry: unk

S.ICUSAj3$NEVECTED SIDE EFFECTS IN SU3JECTS PAlTICIPATI!G IN PnOJECT( IF N:ONE SO STATE):

NONE

COCLUS ONS: Too early for this indolent disease.

PUBLICATIONS. O AsSTRACTS. FY-82:
IONE
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DATE: 10-2-82 1.0O UMICT ':3. 1558 SrA'rus" Itt' Ri:.j Fi::.

START '.G DATE: 1977 DATE CF CfLET IOr:i"2.._ _

KEY jrimary treatment of Mulitple Myeloma

TITLE CF PROJECT: CALGB + 7761 - A study to determine the effectiveness of single vs.
multille alkylating agents with or withour Adriamycin in the primary treatment of
multiple Myeloma.

v PRIC ALL !."iST[cATOR.S): Raymond B. W eigss M.D.

ASSCCATE IigVESTIGATOal(S):FACILITY: I.R' C
,F-------- - -- DEPT/Svc: Hematology AOncology , Dept. Of Med.

ACU,,LtAT!VE OCASE CosT: ACCUU.bLT['t CO::TRACT C0sr: ACC'J';UJL,,T[VE SJPPLY COST:

FY-83 ._CASE: COINT.ACT COST: SUPPLY COST: PATE OF CW"N,!FrEE -PROV-L OF
go O - k;.NUx PROGR-ss REPORT EB 25 13E

STUDY OBJECTIVE: To test the hypothesis that three alkylating agents given sequent=
y proue, d1uer frequencyodurtn of disease control,tRile same alyaIng agents' g1i in oh t h a olln o0 Araycin to a comb.

of three alkylating agentsincreases the frequency of good res-
ponse and the duration of disease control are the. same. after treat-
ment with intravenous LPam as after treatment withjrriple zlkv-

PRO'RESS DURIIG FY-82: 15 patients put on study before its closure 12-30L18 Un g agent.
2 complete remission, 5 partial remission, 4 stable disease , 4 deaths.

J, , OF ,B3JECTS STUDIED:

FY-82: a TOTAL (TO DATE): 1BEFORE CO.'PLET[O;; O- STUDY: 15

SERIOUSAJiY-,ECTED SI-o) EFFECTS IN SU3J!CTS PARTicIPArU'G IN 'r. In Pt3JEc-(F'.. SO STATS):

NONE
CO'CLUI3N'S: NOne at this time.

PUBLICATtONS O ASTRACTS, FY-82:

NONE

Technical Approach: Combination alkylating agents plus predni-
sone; L-Pam, Cyclophosphamide, and BCNU versus sequential alky-
lating agents plus prednisone; L-Pam, Cyclophosphamide, and BCNU
versus combination alkylating agents plus adriamycin plus predni-
sone: L-Pam, Cyclosphosphamide and BCNU versus L-Pam plus predni-
sone: L-Pam

C; -t;



DATE: 10-02-82 '. UIT NO.: 1559 STvrus: [1,TERI. _ Fi_ L x

STARTTI.. DATE: 09-01-77 PATE OF CO;LETIO:M: 1980

KvY bc.s: Small. Cell carcinoma

TITLE CF PROJECT: cALGB+ 7781 - Small cell carcinoma of thp- Lung Localized
dosease/

PRINCIPAL I!'iT[GATOR(S: Ramrnd. R- Wel q. M.D.

ASSOCuATE INVESTIGATOR(S):

FACILITY: " I DiPT/S,c: Hematology/ Oncology , Dept. Of Med.

Acmu.tJATIvE EEDCASE COST: IAcu41A.iTVE CON;TRACT COST: IACCW'.JLATIV= SUPPLY COST:
on W| no I

FY-83 VSEDCAS: CONMACT COST: SUPPLY COST: DArE OF CCP .tIT, EE Ap PRo'piL OF
_M. no 00 1'NNUAL PROsa:ss REP.04r E8 25 19P

- -------------------------------- ------ -------------------- ---------- =
STUDY 03JECTIVE: To determine whether CCV/AV plus radioth-erapy MIRT) gives a greater

remission rate and duration than MACC plus RT. To determine if MER immunostim-
lation. 1iivanige resonse and ddret~kzn zi yespegk~.

TECH'I CL APROACi: Regimen 1: Methotrexate 30mg/m2/IV plus Adriamycin 35mg/m2 VS.CCNu
30mg/m2 plus Cyclophosphamide 4000 -mg/m2/IV. Regimen 2: Cycloph.osphamide 700m&/m2/IV plus
Vinc-1 tfAne 1 _Qmy/ t4? A 11 h -{ri AI Mhgl-21TV dalt 21 wrF yin rginp l.Qmyjm2/IV.Both

PRO4-ZSs BURIigS FY-82:[ regimens include 4500 rads to primary lung tumor plus 3000 rads
WRAMC has entered 21 pt*.whole brain.
to date. This protocol was closed 6/81-pont haAl exired except 2. wKo

IL-3E. C-= SUI3J=CTS STUDIED: (are alive and stow no evidence of disease and 2 who are lost tc
F0 o folloy-up and assumed sex red due to their advanced disease

FY-82: T0/ORAL TO DATE) __FOI r'LErIO; 0": STUDY: cL.sc state.

SEP.[OUS/U"=_VECTEO SiD= EFFECTS IN SUsjECTS PARsrcIP,',rG -n projed rO, SO STATE):

NONE

CO:CLUSOS: Complete remissions can he attained but in a very mall percentage

of cases. MER does not seem to be of value.

PUBLICATIONS OR ABSTRACTS. FY-82:

NOne
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DATE: 10- 0 2 - 8 2 I WW IMrT NO.: 1560 STATUs" INTERII Fi, X

START114 DATE: 10-77 DATE OF COWLETION: 03-81

KEY VrbS: Small cell Cancer of Lung Extensive.
TITLE CF PROJECT: CALGB # 7782 - Small Cell Carcinoma of Lung in Extensive Disease.

PRI.:CIAL I'r;STIGATra'S): RiyY.nnA R 1J ,f _ M-f-

ASSCC[ATE I;VESTIGATOR(S):

FACILITY: WAMC DEPT/SVC: Hematology/ Oncology Dept. , Dept. Of Med.

kc1.vATtvE MERS- COST: CCLt.ttAT[VE COrrACT COST: ACCUMULATMEV" SUPPLY COST:

an 00 - 1 00
FY-83 iEDCASE: CoTAcT COST: SUPPLY COST: DATE OF Ca*"IITEE PPROvF0

.-o n..OO .. UW) 00 PROR_SSs REPORT P5

-------------------------------------------

StiuOY 0j6ECTVE: To determine-whether alternating chemotherapy increases response

rate or duration. To determine whether radiotherapy to primary tumor increases response
rate z-:cr MACC chemotherapy ejfe

M'1;wi T P?PROCEH:t
MACC + RT. Versus MACC - versus COACC.

PROR-_z-s iRim' FY-82: To date a total of 14 patients have. Been entered. Of those
14 patients all have expired. This protocol is now closed. No further patients are
being fallhatd.. Th~a fa finnli7, rt4 r

tidSEA OF SU3J!-C -S STUD IEDf:

FY-82: 0 TOTAL (TO DATE): iI BEFOPE CC.PLETIO;; OF STUY: Ckef-b

S&RIOJSAktIECTED SID= EFFECTS IN SU3J-'CTs PAR.r!KIPATTh!G IN Pijr3J-CT(IF SO STATE):

None
Co;r-us I ,S:

Survival of these patients is not significantly different with
different treatment arms. Survival of this group os less then 1Z.

PUBLICATIOS C ABSTRACTS. FY-S:

NOne
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DATE: 10-2-82 U-4. N'0. (o 1563 S:s IIErIRm X F I?.

STARTI.-.G DArE: 1977 DATE OF COMLETION:

KEY l.JS: W.njgL-4nta lp _________

TiTLE CF PP.OJEECT: CALCE: 7751 -The comparaTive Effectiveness of Combination
Chemotherapy alone and with/Radiation therapy by involved field or extended field, in
poor i- panrt wyth 1rg nr 11 Mn~gk~inga eicagia-

PRIN:C-AL 1I0jV,--rC.ATOR'S): ZAymnd B. Weiss- M.D.

AssCCi lAE MVESTIC.ATOR(S):

FACILITY: I21?PE DEPT/SVC: IHematology/ Oncology , Dept. Of Med.

ACCL!A-itVFE CASE COST: kwocuiiu'TvE CONTRACT COST: I h:CU;ULAT [Vc S-JPPLY COST'
00000

FY-83 FLUMCAE: CONTRACT COST: SUPPLY COST: DATE OF CC(tI11T7Ef: APC1,L 19

--- ----------------------------- ------- ----------------------
STUDY 03JECTIVE: To determine if combination chemotherapy 'alone is as effective
and less toxic than chemotherapy plus involved field radiation.

TECHNLCAL PROACH0: Regimen 1 : Involved field RT followed by six cycles of CCNU,
Vinbiastine, Procarbazine, and Prednisone, Riegmen 11: Chemotherapy alone. Addendum
11 (9/11U79 Aelet 1th- arm with extended U.lA RT

P21-sa DJ2[NG FY-82: WRAMC does not enter patients on this study , CALGB
entered 13 patiants in 1980.

NluMSER OF SU3.JECTS SruoIED:

FY-82.__ TOTAL (TO DATE): 13~ BEFORE C0*PLT[rO;! O.= STUY Non at WRAMC

SEPIMUJ-XPECTED SIDE EFFECTS [IN SUJECTS PARTICIPA\TING INt PRiOJEcr( w *ONE SO STATS):

NONE

Cm.CL SIO'I: Too early dor analysis.

PUBLICATI.'S Oa ABSTRACTS, FY-82:
NONE



DATE: 10/2/82 C r No.: 1564 STATJS: !Nr.-.j F i.

STARTI',G DATE: 7/78 DATE C: COV'zLETIC:i: 7!RI

KEY ;Pk-S: Chlorozotocin . _..

TITLE CF PROJECT: CALGB # : 7772 - Phase 11 study for Chlorozotocin

PRI.:C!?AL ;-e "STCATORS): Raymond B. Weiss. M.D.

ASSCcCATE IMVESTIGATOR(S):

FACILITY: l 9,' T1 DEPT/S'.Ic: Eematology/ Oncology -Dept.fo Med.

kCCUj11ArATve il CASE COSr: Acc1UiLuATrE CON:TRACT COST: ArM ULAT.rc SUPPLY COST:
00 001

FY-83 VSLWKAS : CONTRACT COST: SUPPLY COST: DATE OF CC!'IT7 r . YPPOVAL 0F
00 O0Q M. NUAL PRO"--SS REPORT FEB 2 5 1983

STUDY OBJECTIVE: Yield information concerning the efficacy and safety of this
agent. See evidence of activity in tumors of interest to the group.

TECHi;V.L APROACH: Chlorozotocin 120mg/m2 q 6 weeks. The drug will be administ-
ered in bolus over a peridd of 30 seconds via the tubing of a running
Intra':noua-r -infusion. tafim-1flo~afh

[ adminintration of three doses of the drug, will be
cause for renoval from the study.

raw'so? OF SUBJECTS STUDIED:

FY-82: 0 ToTAL (TO DATE): 18 BEFORE CC,4PLETO!: 0 STUDY: closed

SERIOUS/UIEXECTED SIDE EFFECTS It S!3JzCTS PARTICIP,\,I.G IN PiJECT( SO r- S STATE):

NONE

CW.':cLUros: To date , none of the patients responded. All have expired.

CALGB , experience is that Chlorozotocin is questionable..

PUBLICATIONS O0 ABSTRACTS, FY-82:

NONE

Progress during FY-82: Protocol closed 7/81. WRAMC entered
3 patients th..s year. Of the total number of patients entered
to date (18) all have expired. One patient was transferred to
Ft. Benning and is now lost to follow-up and assumed expired also
due to extent of his disease. This is a finalized report.
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DATE: 10-2-82 VW NInT NO.: 1570 NSTUS: [NTERM Y F i ,

STARTUIX DATrE: 4/30/79 DATE OF CcteLETIONi:

KEY W, ;.s: His tiocytic Lymphoma

TITLE CF PROJECT: CALGB: 7851 - Treatment of Advanced Diffuse Histiocytic
Lymphoma.

P.M:C1iAL . I1,VEST[C-ATOa(S): Raymond B. Weiss. M.D.

AsS CcATE ItWESTIGATOR(S):

FACILIY: , 2 1C DEPT/Svc: Hematology/ Oncology- Dept. Of . Med.

k=-vULAT !VE iN..CASE. COST; ACcuhi-itIvE CON;TRACT COST: ACcumIuLT iva- SUPPLY COST:
On I nn I Of)

FY-83 V'FaU&A: CcrMC" CosT: SUPPLY COST: DATE OF Ca.ITT.rE PROV AR _Oy
--OO-- O n k4NUAL PROGRss REPORT PEB2 5 ,9R

- --------------------------------------- --------------------------
STUOY 03JECTWVE: Test whe-ther the addition of contin, uous Bleomycin infusions

increase the response rate and duration of cyclophosphamide, Vincristine,Adriamycin
aND PREDNISONE.C(Chop) test contrihution of hgh dose. Methotrexate to above program

I in particular whether it is prophylactic against central nervous
system relasoe.

Prc?3s rupIfG FY-82: 5 pt. 's have Been entered at WRAMC all three are doing well,
either in good partial remission or complete remission.

J:LAOF O SU3JECFS STUDIED:

FY-82: A TOTAL (TO DATE): 5 BEFOR-E CO:Pt.ETIO:: OF STUDY: 320

SPIJS/UMEXVECTEO SIDE EFFECTS Il SUJ--_CTS PARTICIPATING IN Pi-JECr(IF r':z SO STATE):

NONE

To date , it appears that treatment with CROP and Bleomycin is

adquate therapy in that remission are induced add toxicity is minimal.

PUBL.CATIONIS c. ABSTRACTS. FY-S2:

NONE

Technical Approach: Treatment categories expanded to other
poor histology lymphomas. CHOP therapy with and without continuous
Bleomycin infusion X 3 courses with randomization followed by
standard or high dose Methotrexate.
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DATE: 10/2/82 U L41T ("0.: 1572 Sr,',TUS: 1r,.! LX F I:;,.

START1:.G DATE: 5/79 C,,'__E- F CCYrLET1: 4/81

KEY iP;2s: M-AMSA, Mel4noma, Ovarian Carcinoma, Breast Carcinoma.

TITLE CF PROJECT: CALGB :# 7971 - Phase II Study of M-AMSA, (NSC 249992) Treatment
for Melanoma, Ovarian Carcinoma, Breast Carcinoma , Hypernephroma, and Hepatoma.

Pt.C'?AL I11'.:Sr(C-AT-1R'S): Raymond B. Weiss, M.D.

ASSCcIATE INVESTIGATO,(Sl:

FAc1L1-oY: 1 toC DEr/S';C: Rematology/ Oncology - Dept.Of Med.

AcCUV.0.ATIV iv ZDCAS COST: ACCUtIU-AT vi CC;:TRACT COST' Aca.t.,'JLAT [VE SUPPLY COST'.

FY-83 .. CTSCAS: CONRACT COST: SJPtY COST: DATE O CCJ",!TE ?PR.O'VAL. O
an no. on~ hNuA PR NSSRPcr FEB . 9q'

STUDY OSJECTIVE: This phase- II study of N-AMSA is designed to determ ne the. com-

plete or pattial response- frequencies of the. various selected tumors to treat-
ment tw-fth M- AM.A W-mip thp duntr iln Of reszpn ri those pt S r eslndiD

7E_ . ^CA ..... _.to ofntinued X-ASMA a stom'.'__ ..... __ Te first tre ~m-t MAsa s a t. Every three weeks, the
dose will be increased by 20rag over the. previous dose until 160mg/m2 is reached, or
until Mvlosuppression is encountered.
PpmRE-s jR!,: Fv-82: 8 patients have been entered at WEAMC , 4 patients have expired,

2 are alive ;,,oh disease and 2 are lost to follow -up.

I'.N3ER OF SU3JECTS STUDIED.

FY-82: a TOTAL (TO DATE): 8 BFoR CC.YLETION: 0,: STUDY: 162

SEP.IOUS/U.NEXPECTED SIDEz EFFECTS IN SU3jCTS PARTICIPATI.IG IN PiIJEC(IF i;;:E SO STATE):

NONE

CCcLUSOS: Data is sparse. 50% of patient entries have died within a year,

of RX.

PUBULCATIO'JS o AsSTPACTS, FY-V2:

NONE
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DATE: 10/182 1:0aj U1JNIT . 1574 jXTUS x

STARTI. DArE: 12/12/79 [_,,_,rE OF CUcPtIETIO:N: JQ0__

KEY i 'goS: Gastric Cancer
TITLE CF PPOJ='CT: CALGB: #7981 - Comparison of Famvs. MA in locally Advanced
or Metastatic Gastric Cancer. A phase III Study.

PRINc:PL I:10: T[-AroR s): R=nnA R. U-V!rgM.T.

ASSCCIATE I".VESTIGATOR(S):

FACILITY: ':C DEPT/S'CC:L.,?v t-gosr nCCloULvT -Dept.OL Med.

FY-83 EEV&rEb: COiNTRg COST: SJPLv COST: 0-EO r,;'1j-j pp
00 _ kNNUAL PROPC-SS REPORT 6 2 5 19I3

---------------------------------- ------------------------- ------------
STUDY 03JECTIVE: 1. To determine whether intensified induction therapy with a
two drug combination, excluding 5- Fluorouracil will prolong the time to
diRganp prngi-~s'fnn wbp r~nS to therapy with RAN' in t-h. rnotf (see
TEcH!CAL ?PP.O.CH: Regimen A-5 - Fluorouracil , Mitomycin-C and Adriamycin below)

Regimen B-Mitomycin-C andAdriamycia.

PROs-s Nu-I2;r FY-82: Four patients have been entered on this study. All
4 have expired. This protocol has hben closed, this is a finalized report.

, OF SJ3J:CIS STULI ED:

FY-82: 0 TOTAL (TO DATE): BEFORE CO.-LETiO, O.: STUDY:COsed

SERI03JS/UIEXPECTED SI.DE EFFECTS IM SUI3JECTS PARTICIPATIG IN PR OJECT(IF S:OE SO STATE):

Two patients devolped transient sipnficant Pancytooenias,

CO.:CLUS IO-NS:
No conclusions too few patients entered.

PUBLICATIONS OR ABSTRACTS. FY-S2:

NONE

Study Objective: (continued) patients, 2. to determine partial
and complete response frequency, and the duration of response and
survival of patients with measurable, locally advanced, or with
metastatic gastric cancer, when the patients are treated with MA
versus FAM and both regimens are followed by a common maintenance
therapy employing Mitomycin -C and 5-Fluorouracil.
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DATE: 10-2-82 1 VUW N3~~.:- 1.575 S:us ITRVIIw _X F i :x.

START I t. DArIE: 1979 PA*TE OF C~r4-LETIOI:_

KEY kS: Refractory Hodgk-ins Diseas&e
TiTLE CF PROJECT: CALGB:# 7972 - A phase 11 trail of AMSA for re-fractory Hodgkins

disease diffuse Histiocytic Lymphoma and diffuse poorly differentiated Lyznppiocytic
Lymphoma.

PRJIIC[?AL Ilr.'ST(.ATORS):_ ;Zy iadR -TIP~ss 'A T

ASSOClcE INVESTCGAR(S):

FACILITY: IVP9.C -1 DEP/SCR~eatology/ Oncology - Dept. Of Med.
---------------------------------------------------------------------.
kmmL.-ATivE il-GCAS-_ COST: FkcvUttATIVE CON;TRACT COST: IAcCU.VULATIVE SUPPLY COST'.

FY-83 ifCS:CarRACT CcSr: SJPPLY COST: DATE OF CU--11TrEE APPROVAL OF
iso. nn h kNUM. PPOSREss REPORT E 2 5

----------------- ---------------------------------------------------
STUOY 03JECTIVE:This phase 11 study of M-AMSA is designed to determine the. comp-

lete or partial response frequency of refractory HRodgkints diseasre, diffuse Histo-
cyti~ ~and Pi~h diffeLkfLiatdLd Ly'I~UbAU~Y I LYMuPtUUIa.

1~CI~L ~?P.OAH:The first treatment dose will be l2Omg/m2, althoughpatients pre-
viously heavily treated with chemotherapy, especiall nitro-soureas or radiotherapy

or with Hepatic dysfu rtion, -may sqtart at 6man2 =ii .L.~1fl/m2 is reached, or until
Ppowi::s Dj~i!u;r FY-82: [Myelosuppression is encountered.

Only 8 patients have been entered. 4 patients have expired, 3 are alive with disease

and 1 is lost to fowwow-up._Study is closed to patient entry. on 12/81

r:UIA.ER OF &-J3jE&CS SiUDIE2-:

FY-82.: 0 IOTAL (TO DATE): 8 BEFORF CC%',LETiO,' 0.' STU2:YLjMae

S,- P.1US/UNEx.'ECTED SiDz EFFECTS IN S!J3jECTS P T!CIPATING IN PiJEzCT( IL f:7 50 STATE):

Increased interval or ST were, seen in 2 Pts.

C0';LU!-:;'-Data too sparse for for for-mulation of anyi conclusions.

PUSLICATIONS v~ AsSTRACTS. FY-S2:

NONE
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DATE: 10/2/82 -[ INOt~.: 1576 SrTTE:IIIii Fi;.- X

STrtRTIx'. DATE: 8/79 DATc OF (CfY-GLETim?: 9/81

KEY 1-cqS Pancreatic Cancer
TITLE CF: PP.OJ-zCT: CAI.GB:# 7982 -Chemotherapy of Advanced Pancreatic Cancer.

PRCN?.L I,-ESTiArrR'S): -Ray~nond R- Wt M-Tfl

ASSCIATE I !VESTIc.APOR(S):

FACILI'TY: V2C ' TDEPT/Sc: HEleni og I&g ,ncglo2y -Dept.OfMe.
ACCUMULAIVE fZOCASE COST: Accu~iuLArwE CON;TRACT Cor ACCULATWEE SUPPLY COST:

00 0000
FY-83 iFECCASE: CONACr COST: SUPPLY COST: DATE OF CCi -'N7r kpPov 25 98

00 00 00 hNUAL PROSESS EpOrT 2__5___9_3

--------------------------- I---------- :---------------

STUDY 03JECTIVE: Establish activity of SMF vs. Fain against .advanced Pancreatic
Cancer.

TECXN"VL LEPO'K -Rg. 1 5FU Streptozotocin and Mltomycin C.
Reg. 2: 5FTJ Adriamycin and Mitoinycin C

-P~coa;ss Duaiuo FY-82: 3 Patients had been entered prior to protocol closure. All
three have expired. This is a finalized report.

NUi3ER OF SU3j-=CTS STUDIED:

FY-82: 0 TorA- (To D.ATE): 3 BEFORE Cc'.,-LEr iO.' O= STUDY: Closed

SEPIOUS IMEXPECTED SIDE EFFECTS INI S'.3j=CTS PAITICIPATIOG INl Pi'MJ-CTC IF CODNE SO STAT-E):
NONE

CON:CL'JSIOMS: Data too sparse to formulate any conclusions.

PUBLICATIONIS 0?. ABSTRACTS, FY-82:

NONE
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DATE: 10/2/82.I~UJT 3: 17 STus NI~ i

SkTI.GDT: 1/20/80 ____DATE U- CU-LETIM: 19 8 2  
_______

KEY ;kngs Acute- myleogeflous Leuk-emia-

TTECF PPOJECT: CALGB:# 7921 - Comparative study of Tree Remission Inducion

regimen and two maintence, regimens in Acute Myelogenous Leukemia,

PPM~CIAL II rIC-AOWS): aynd B. Weiss, M.D.

ASc ATE IiMVFSTrcAro!(S)!

FACILITY: WWC I D.-PT/S,':Hematology /Oncology - Dept. Of Med.

Acce.uurfvE EDCASE COST: AcWi-UATMri CC:UrRAcr Cosr: Ac-C-:uL;JrV. SUPPLY COST;

FY-83 EEC~kSE: Co14rnAC7 COST: SUPPLY COST: DATE 0' F'r( tPP0V/L

STUOY 03J;:CTIE: 1. To determine if increasing intensity of inducTio tieip
willincrease the remission rate. 2. To determine if Clotrimoxazole will decrease

jft42C8 1c 9,PPOACHq: Randomized :Regimen A with CO Trimoxazole po during induction.
Regimen B without Co- Triinaxazole. Randomize. -iwe egie i e~uovc
CDNR) 45mg/m2 IV days 1,2,3 and ARA-C iQO mg/mZ IV by~ co t~oai.usyon' W 1-).

Ppos-Ss Du~.Iu: FY-82: To date a total of 13 patients .8/13 repasped and diei leow)

5/13 in CR and being actively followed.

tiX1SE OF SU3J1=CTS STUZDIED:

FY-82: 3 TOTAL. (To DATE): 1 3 - -BEFORE COMPLETIC-1 O1- Sru Y': 550 CALGB

SEP IOUSMktSXPECTED Sfin EFFECTS M SU3MsCTS P~RTrCIPArIG IN i R'JrC7(WF i-;-J SO STATE):

One patient developed actual Hepatitis/Cirrhosin too chemotherapy.

CO':L'S ON:After 230 patients entered have been evaluated, no trend toward

treatment and opinion exists.

PUBLICATON'S o~z ABSTRACTS, FY-82: NONE

Technical Approach: continued: Regimen 2, i.e., DNR 45 mg/m2
IV day 1,2,3 + ARA-C 100 mg/m2 by continuous infusion
plus 6 thioguanine 100 mg/m2 days 1-7.
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DATE: 10-2-82 1 VO5< U.A(T to.: 1578 LTUS: [,ftTEr. .y F ir;u.-

STARTIr.G DA E: 7-80 DATE C-F CcPt.EoT1i: 1983

KEY JS: Chemotherapy - Metastati.c Brea t Canri-

TiTLE CF PPOJECT: CALGB # 8081 A Randomized Study Comparing The Ccmbination of
Hormanal Therapy and Chemotherapy with Chemotherapy alone For The Treatment
of Advanced Breast Cancer.

PI:CIPAL I;-"STIGAT.oR(S): Raymond B. Weiss., M.D.

ASSOCIATE IiNVESTICATO.q(S):

FACILITY" I A,,,KC DEPr/S%:C: Hematalogy/Oncology - Dept. Of Med

AccumivE ,,GCA SE CsT: kaCutJLAT WE Cc::TRACT COST: A CUULATIVE SUPPLY COST:
0 .0

FY-83 ECPASE: CO.N TRACT COST: SUPPLY COST: DATE OF CCPNI17E, ,PROV.-L OF
-- ItINUVAL PRO2_RSS REPORT FEB 2 5 T983

STUDY 03J-CTIVE: to determine efftctiVeneas of combinatiot chemotherapy versus
comhination chemotherapy plus Hormanal therapy, in patients with. advanced breast
Cancer.

T"CH;*CAL A.-PROACH: Re.g 1: CAF + TamoTamoxif en

Reg. 2: CAF

PROSR_:Ss VuR:G FY-82: A total of 13 patients now entered. 2 have expired wfth progressive
disease. 7 are alive with progressive diseaseand off study. 2 are partial responses
and 2 are complete responses.
MiW3.SE, OF S:J3JCIS STUDIc_:

CALGB -300
FY-82: 5 TOTAL (TO DATE): 1-1 BEFORE CO.-ILETIO: OF STU.Y..LGB -30

SERIOUS/UIEXP.?CTED SIDoE EFFECTS IM SU3jECTS PAiTICPArING IN PROJECT(IF i:,_ SO STATE):

CO':CLUSIOi'IS: Study is opsn, active and accuring patients . No Conclusions so far.

PUB1ICATIONiS O.i ABSTRACTS, FY-82:

NONE
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DArg: g~t A jI W :5~STs!r fi:LX

STx-ri:..G DArE: 1979 DATE oCIFCO,"ETICi:_ 03-82

KEY J;0qS: Gastric Adenocarcinoma -

rITLE CF PiPOJCtCALGB #f 7983: Surgical Adjuvant Systemic Chemotherapy with 5-FU
Adriamycin, and Mitomycin -C vs. observation only in Gastric Adenocarcinoma.

PRRI;CExL ! rc os.a fd.weisi mfl- -

Assc[ATE IMVFSTFC.ArOR.(S):______________________

F~cILTY: VJ4-;[DEPT/SvC:leMataloply/op.ologv .DeiDt. Of Med.

kcu-tPAIVz_ iEDCA'_ COST: A'~cu-iPji1AT!v, CCG.;RACr Cosr: AcwuM[ESUPPLY COST:

FY-83 iE1WCAE: CowirRACT COST: &'JP" COST: DATE OF CU-.',IIrsTE APPPOVAL OF
~~G 00 ANNUAL PP0Sz=SS REPORr ______

---------------------------------------------------------- -

STUDY 03JEcrIVE: The specific aim of this study is to ascertain if 6 two monthly cycles
of Flououracil, adriamycin and Mitomycin-C follojng potentially curative 8urfe ry for
Adn)arion nf t-he qf-nmarh produnes a longer oise a~e tre svva Iin - v

TECH~iC4 9?tP??OAC H: Regiqien U : Observation only. Regimen I:1 Adjuvant Chemotherapy
5-Flouoeoueacil, Adriammycin and Mitomycin-C following potentially curative surgery
for adenocarcinoma of the stomach produces a longer survival in comparision to stand-

Diir FY-M ard sUigiciiresect ialne.)

No patients were entered on this study at WRAMC.

rRK-BER OF SU3JECTS S-IUDlEn:

FY-82: 0 TOTAL- (TO DATE: 0 BEFORE Cc'',LTsio.%: ~STU-3y:_Closed

S;_RIOU3AJ,,*x,?CTED SIDE EFFECTS IN S'J3j=CTS PARTICIRIXWG INPi R~JzC!(IF 13\;E SO STATS):
NONE

CONCLUs IOMS:
NONE

PU5LICATIOMS 01 ABSsrT~rS, FY 3S2:

NONE
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DATE: 10-2-82 110, C! T (10.: 1581 I Sr,,iru s: !tErERI-, X Fi:.

STARTI-. DA E: 3/79 D C:TE Cr.LETIO:-

KEY $ ziDs: Lymphoc ytic Lymphoma Comhination Chjemotherapv._ --____

TITLE CF PROJCT: CALGB: + 7951 - The Management of Stage Ill and Iv Nodular

poorly Differentiated Lymphocytic Lymphoma.

PpI:CEAL IEST[CATCO'S): Raymond B. Weiss., M.D.

ASSCc[ATE INVESTIGATOR(S):

FACILTY: WP4C I DpFT/SVc: Hematology/ Oncology- Dept. Of Med.

Accu-0-A.TIVE 'ECASE COST: Acu-u1LA-ivE CC:;TRAcr COST: ACcum'uLATIV-z SUPPLY COST:

00 1 o 0
FY-83 F"E CASE: CONTRACT COST: &J?PLY COST: DATE OF Cr*-tIITE2 " PPCVAL O0

_- no ,_NUAL PRo-R_-SS REPORT FEB 2 5 198'

- --------------- --------------- 1------------- 1-----------------------
STUDY 03JECTIVE:TO compare efficacy of combination chemotherapy vs. single agent

therapy and combination therapy chemotherapy. To compareresponse in patients
treated with ffinele agent comb. Chemo. in induction.

TECHtNICAL P??ROACH: Regimen 1: Cytoxin lO0mg/m2/day continously. Regfmen 2: Cytoxin

750mg/m2/iv day 1. Adraimycin 50mg/m2/iv day, 1. Vincristine 1.4mg/m2/iv/day 1.

Bleomycin lOu/m2/im/day 1. Prednisone 60 mg/m2/po/day 1-5

PROGR-SS DuR:nr FY-2:5 patients have been entered . All in good partial remission.

Possibly Complete remission.

-iu~ds.R oF SJ3J-CiS STuDIED:

FY-82: 0 TorT (TO DATE): 5 BEFORE CCMPLETiOF o2 STU-Y: 75

SEPIOUS/U.N-XPECTED SiDE EF-ECTS irl SUJCTS P,'.IC!PATh'G IN P OJECT(IF N3NE SO STAT-):
NONE

COC:Lusbo s: Not a great deal of data but, 5 of the 5 patients have experienced

partial remission. Therefore , this treatment plan may be of significent value.

PUBLICArIO:s oR ABSTRACTS, FY-82:

NONE
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DAEN- .O* ______ STATUS" INrERI - F : v

STki.T. DATe: 5/80 ADTE O C1-LETIOI: 9/81

KEY .os: Spirogermanimm in Advanced Colorectal Carcinoma

TITLE CF PROJCT: CALGB:# 8075 Spixogermanium in patiens with Advanced

or Recurrent Colore.ctal Carcinoma.

PPIMC'?AL t ,!0STI. ATOR(S): Raymond B.Weiss. M.D.

ASSCC[ATE IMVEST[CATCR(S:

FACiLITY: J-:C I DEpr/Svc: Hematology/ Oncology -Dept. .Of Med.

Accu-.LATIVE EDCASZZ COST: AccULuATI[vE CcTRACT COST: ACC'IULAT IVc SU'?PLY COST.
00 00 00

00 00 00 Jh-wT PDnoiyass REPCRr rt wh n

STUDY 0SJECTIVE: Determine efficacy of Spirogermanium. in patients with un-
resec aie metastatic Adenocarcinoma . Provide data regarding toxicity of

Splrogermanium
T1CHMi.L A:?P.OACH: Spirogermanium 50mg/m2/IV g.o.d. for 3 doses each week

for 2 weeks, then 50mg/m2/IV 2x weeks; then 50mg/m2/IV weekly.

PROO;-s CuR.m FY-S2: 3 Patients entered. All three have expired. Protocol
closed. This is a finalized report.

OLVI"R OF SfJ3JECTS STUoIED:

FY-82: 0 ToTAL (TO DATE): BEFORE COPLETIO,: 0.2 STUDY: closed

S;EPtG;uS/U LEXECTED S;D, EFFECTS IMi S13JECTS PA TiCfP.,TrfG M PP J-CT(IF ,NO, SO STATE):

NONE

CNCoLU3(O-'S: Data too sparse to formulate conclusions.

PUBLICATIONS o. A3STRACTS. FY-82:

NONE
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DATE: 10-02-82 ,, IT 1b.: 1584 StAtus R - Fi:, X

STN rI:.a DATE: 3/80 DAE OF CO-LETIM:I: 4/81

TiTLE CF PROJECT: CALGB:# 8074 - A phtase II trail of AMSA in Multiple

Myeloma resistance to Melphalam and Prednisone.

PRINCIPAL [:Er-,cSTIoAT(S): Raymond B. Weiss, M.D.

ASSOCIATE INVESTIGATOR(S):

FACILITY: WPIC I DET/Svc: Hematology/ Oncology -Dept.Of Med.

AcCU1UvATiivE 'EGCAS-: COST: ACCLUe.:UATIVE CC:;TRACT COST: AccumJLAT ivz SUPPLY COST:

00 00 01

FY-83 "-CSE: CONTPACT COST: SUPPLY COST: DATE OF Cc¢'.',ITT- k* "D*i , or
0 00 00 P14NUAL PRO':R=SS REPcRr FEB 2 5 iooi

---------------------------------------------------------------

STUDY 03JECTIVE: Determone response. rate of multiple Myeloma resistance to

Melphalm,and Prednisome ozher alkylating agents.

rECHMICL APPOACH: Provide data regarding toxicity of AMSA - 120-mg/m2/IV -

G 3 weeeks

PPoss DuRai;r FY-82: This protocol was activated and subquently closed. No

patients were ever entered. This is a finalized report.

ViRSROF SIU3J=ECTS STUDIEO:

FY-82: 0 TOTAL (TO DATE): BEFORE Cc.LETIO;; OF STUY__osed

SEP OUJS/UMI-EXECTED SIDE EFFEcTs i{ &:i3JECTS PART!CIPATIMG IL PiOJ-CT(IF NDNE -0S STATE):

NONE

CO;:CLUS IONS:
NONE

PUBLICATIONS 0. ABSTRACTS, FY-82:

NONE
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DATE: 10-2-82 O Uk T U,3.: 1585 - SUS: [TRV, FL:: X

STARTI:.S UATE: 12-80 PATE CF CO-LETO:: 09-81

KEY ZoC-S: AZO in 2rmayz trea_ ent of extensive lun1 caner
TITLE Ci PROJECT: CALGB: 8046 AZQ in primary treatment of locally advances or ex-

tensive cancer of the Lung orhter than small cell, A phase 111 study.

PPIMC:cPL I;nVSTic-'-rR',S): Raymond B. Wpiq-t M.D.

ASSCATE INVESTICATOR(S):

FACILTY: 1-WP4C DEPT/S"C. Ie-matology / Oncology , Dept. Of Med.

AcctX:L. v ?CCS ccr ACCUMURLAT I VE CC:;TRACT COS : AIERCS'Accui'jL;ATIVE SUP~PLY COST:
00 0 1o - 00

FY-83 VE' CAS: CONTRACT COST: SUPPLY COST: DArE OF C;'CT,'FEE 0P :
00 _M Qo M n. fk.muAL PPo-:R-ss REPORT Pi_- 9

------------------------------------------ ------------------------------------
STuoy QsJ£CTvE: Determine efficacy of AZQ in treatment of locally advanced or ex-

tensive cancer of the lung other than small cell, Provide data regarding toxicity of AZQ.

ECHaiC:,L ?O cH: AZQ 30mgm/m2IV intially. If on Day 7-14 (after Ist. dose of AZQ)
there is no significant -myelosuppression second and subsquent 3 wks. cycles will be
35.mm2Tl

PRO~Rs Pupiir FY-82: this protoc . was closed 9-81. During the time period for pt.
entry, a total of 10 patients were entered, to date all have expired. 9 patients averaged
approximately 5 month survival form dx to rx. this is a finalized report.

hNX ,ER OF S-13JECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): t0 BEFORE Ce.PiETM.:- o.- STu-Y: CL,O

SEPICuS/U '-EECTED SI-DE EFFECTS INl SU3JECTS P;,ITICIPATIN'G Irl PiRJECT(IF NDNIX SO STA :):
NONE

Group wide experience was that the drug had some activity but we

did not see any.

PUBLICATIONS 0t ABSTRACTS. FY-82:

NONE
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DATE: 10/2/82 , IN. I J(T NO: 586 STUS: FIT.,J _

STRT]rI. DATE: 9/18/80 PATE CF CoU'LETIC:i:

KEY DS: Acute L=phocytLc Lenk.f a
TITLE CF PROJECT:Calgb # 8011 - A study of the effectiveness of intensification

with two courses of Cytosine Arabinodise and Daunorubicin following remission in-

duction in adults with Acute Lymphocyt4- iT.i m4ia.

R'PI;C-?.,L NVCSMUGTCR S): RAyrnnd R_ eiS M n)

ASSCCtATE hIvESTIGATo.(S):

F,,cIL17Y: P4.C I DPT/S"vC ematologv/ Oncology - Dept. Of Med.

ACC.~'A-v ECASZ COST: [Accu,,:,i1_Aevm CC:,rRACr COST: ACCUNI:UJIIE SJPPLY COST:

FY-83 i.E .SE: COTP.CT CcST: SUPPLY COST: DATE OF Cc%'; , 1-TEn ? '?b VA! O
.o n o N NUAL PRO:RSS REPOzr FEB 2 5 i;o3

STUDY OBJECTIVE: Determine if early intensifucation with Ara-C and DNR after in-

duction with Vincristine , Dauiorubicin , and Prednisone, I.T. MTX , and i-ASP
Will inraedurationf off GC.R -Ad SUrVA'l inA 3dultc] C9 j A.Xdf j A Tr - t - below

C 'I; V.L APROACH:
'MCa.... A : Induction: VCR 2mgm IV weekly x 3 day 1-8 and 15, Pred. 40mg/m2

po dailey x 21 DNR 45mgm/n2/IV daily-x 3 , Lap 500 IU/kgL.9 daly. TIvmg

.1 _T .iknvarin 12mp/ n2/Iv and 2 4 a n 4 rs. .kos t- tn n cj below

P . ..3 D.JI::G FY-82: Only 2 patients entered this year. 1 in CR

1 relasped and put on phase II trail.

WIM, OF SUBJ-CTS STUDIED:

FY-82: 2 TOTAL (TO DATE): 2 BEFORE CC.PLETM:O' O STUVY: 800

SERIOus/UNIEVECTED SIDE EFFECTS IN SU3J=CTS PRTIC!PATING Irl PiZJECT(IF ;:= SO STATE):

NONE

C0 ...U=io0'i. We expect 6 patients to be entered in 1 year.

PUBLICATIONS OR ABSTRACTS, FY-82:
NONE

Study Objective, continyed: various studies with response frequency
and remission duration in order to indentify subgrous of ALL.

Technical Approach, continued: fication, maintenance, and pro-

phylactic CNS rx regime A - 6 mp 200 mg/m2/d x 5 Mtx, 7.5 mg/
m2/d x 5, regimen B - DNR 45 mgm/m2/IV x 3, AR'-C 100 mgm/m2 x 7.
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10- F::;

Chemotherapy- Adjuvant Breast

rL X, :: CALGB # 8082 - Surgical Adjuvant Chemotherapy of Stage II
Breast Carcinoma.

,r "t-;. ,L!: ,:-Tt....: Ray mond..B._We_!.s jMD. - ______~~ I'; ir:C~zJC:-4. I --- -3 D __________

'.C:t:T : tL 'r 7Yr'::c: Hematalogy/Oncology - Dept. Of Med.

;CC'.'C -: v' -CC . CC35z AC.7...... ...... .. :7: C . ' V. ,E C2P -L LC3T:

----- ------ - ------- -.

.-. _- 1. to compare efficacy of 2 different CMFUP regimens with or witlout
Adr. mycin in treatment of Breast Cancer. To determine axillary node , menopause
, an es troean receptor statuses in survival.

Tlf .X2"j-.Y: , Reg 1 : CMFUP monthly /
Reg 2: CMFUP q 6 weeks / with or without later Adriamycin

Hr, F' 32: To date a total of 17 patients have been entered .- I
are still without evidence of disease.

Ii- 513 10Tj (To DA 17): 17BEF0 L,''t.ETiz: OF ST,,Y:CALGB -300

____ _ _ _ _ 0 __ _ 014 - 30

NONE

ft:-" ....... Study is open and actively accuring patients. Too soon to formulate
conclusions.

I :1 JcA .', c [SST:);%Crs, FY-S2:

NONE
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..... _ . ,,. ,.4 -~. ... ... :. ........ . . 4 . ... ,.... . . . . .- .. .- •'

10-2-82 : 1588 . X

1-81 6-84

Localized small cell carcinoma of the lung.

CALGB # 8083 - Localized Small Cell Carcinoma Of The Lung.
A Phase II Study. Simultaneous Chemotherapy and Radiotherapy VS. Sequential Therapy
(Chemotherapy, Radiotherapy, Chemotherapy ) VS. Chemotherapy Alr-ne.. .

S-,.. iRaymond B. Weiss, M.D

. Hematalogy/Oncology- Dept. Of Med.

O 0 0

0 0 _ 0 FE 25 1983

- . To test whether chemotherapy and radiation to primary tumor and
mediastinum issuperior to chemotherapy alone in patients with limited small cell
lung cancex. . ... ..... ...

* ' - Regimen 1: Vincristine 1.4mg/m2/IV -Cytoxan 100mg/m2 IV -

VP -16 80mg/m2 - Radiation RX to Primary Tumor +CNS

-: To date only 8 patients hzve been entered. 3 are in complete
remission. 3 are in partial remission, and 2 have refused further therapy, and
have been taken off protocol... .. ..

5 . 8 75

Severe Myelosuppression with. chemotherapy following radiotherapy.

WRAMC experience indicates good rates of remission with above listed
therapy. Toxicity from this can however, be prohibitive.

NONE
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DATE: 10/2/82 u '4W(T 1589 : sr_~Z ,j - ,"!

START1x. DATE: 1-0DATE C-: CUQt.ET:C:i: 10/ 82

KEY ibo5s: CisplatPi. in 2atients- wff Gastr-f o Cancr'
TiTLE CF PPOj-zCT: CALGB:# 8078 - Cisplatin in patients with Gastric Cancer.

A phase II study.

R~p:CtAL 'SICAC.~): Raymond B. Weiss, M.D.

AssCCATE 1:NVESTrC.ATM(S):-

FACIL vrv: ?-CIDEPT/SVC:enatolvO~gr~ncnlogy= flent.f Mpai

----------------------- ----------------------- --------- --------------

STUDY Q)3Jz-C7-VF: Study anti-tumor activity of single agent therapy in advanced
unsesectable or metastatic Gastric Adenocarcinoma.

TECF!CA1_1L P??O~~:CIS _ PLATINUM 75mg/m2/IV g 3 weeks

PPcOiSP: CJUUG FY-82: Protocol closed 1982. Only one patient had been entered
while study was active. pt. expired 3 months later. This is a finalized

NukRoF SnjaJCTS SIUDIEZ:
0 1 closedFY-82: TOTAL (TO DATE): 1BEFoRE CCLETIcO: 0= STUDy:

SEPRCUS/UNsEXECTED Su_ EFFECTS [?IS~Es PAO.TICIPAMG jIN P,!JEcCI i .31: S-3 STATE).

Significant nausea and vomiting.

CO.NCLUJ3 MNS:

NONE

PuSLICATION'S n ABSTRACTS. FY-82:

NONE
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DArE: 10 '.8 LT ,'0 159 S UTZS: !rTPI

START:% i DATE: 4/81 -.. AT OF, C¢YO',LEI':_: .....

KEY '.vu;CS: Refactory Adult Acute Lymphoblastic Leukemia

TITLE CF PPOJ:CT: CALGB:# 8173 - Treatment of Refractory Adult Lymphoblastic
Leukemia with Vincristine , Prednisone plus Tandem L-Asparaginase/ Methotre-xate and
Cytosine arabinoside/6-thioguanine.

PRI,.C, L Raymond, B. Weiss, M.D.

ASSCC{ATE 1!VEsrrCATc..(s):

FACILITY: h , DEr/Svc: Hematology/ Oncology- Dept.Of Med.
ACCu:-,t,_ATIVE !-XJS COST: ACCUL11.1LAT[VE Cc:;TRACT C03: f' . SUPPLY Cs37:

FY-83 FELCASE: CoNTRAcT COST: &U PL' COST: Pr, C. Cc.:-:' ,- '-. 0.-- O 0 - O n h i h'' U A L P , ._- S 3 3 P, : _ ,P C L L L

---------------------------- ----------------------------------------
STUJY O3JECTIVE: To establish probable remission for previously treated ALL
who are in repaspe. To test L-Asp/MTX in addition to Ara-C and 6MP.

TECH";i -J. LPOAZH: Induction = Vincristine, Prednisone, MTX adn L-Asparaginase at mn.:

iaintance = Methotrexate. and L- Asparaginase.

PcG E-ss DJ,: FY-82: ? 0 atients entered during 81 - 1 patient entered 82

(4E , OF Su3J7CTS STUDIED:

FY-82: 1 TOTAL (TO DATE): i BEFORE CC',-LETMi; 0.= STU:'Y: 75

SEP I3US/UtIXECTED SMD EFFECTS INt S'.3JECTS PA!.TICIPATIN!G IT PiWJECT(IF I[;E S; STE):

NONE

CO:-CL'S!ONIS: To early for conclusion on 1 patient entered. We expect to enter

4-5 patient per year in this very promising Modality.

PUBLICATION S OR ABSTRACTS, FY-82:

NOUB
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DATE: 10/8 C". L"a ni 1592LTU:IJZ1. F i;: x
STARTI.' DAT : 4/81 C;'DrE cF CQM't[TIci: 12/81

KEY 1 p.js: Advanced unresectable recurrent Renal Cell Cancer.

TITLE CF PROJ-'CT: CALGB: 8172: A phase II study for advanced unresectable or
recurrent Renal cell Carcinoma with Spirogermanium

PRIc--,PL h'.'.Srrcrcs): Raymond B. Wei-qq M.D. .

ASSCCIATE 1MESTIGATOR(S):

FACIL!TY: ,X-'C DrPT/S,,'c: Hematolo&X/Oncology- Dept.Of Med.
ACCU;-:.tATIV -  'CAIE CoST: ACCU'.ULATIVE CCZ:TRACT COST: ACCU"8UtLT SL-o:II_ __C_,_TRA -- -- -- -- ---- ---- J VE SUPPLY COST'

00 00 *00
FY-S3 ' SCAS: CONTRACT CG:T: SUPLY COST: DATE O C:-r'!!TEE T '7PO' L 0F

_0fl. . Q0 . 0 k'-NU t. 2RORESS REPORT FEB 2 5 !

STUQY ]J-jCTj,:E: Evaluate anti-tumor activity of single agent for advance-
unresectable or metastatic adeaocarcinoma of Kidney

TEC;';V.,EOL A??, o'C:: Sporogeramium 80mg/m2/ IV good for 3 dosesx 2 weeks, then
80 mg/m2/ Iv 2x weeks /2 weeks, then 80 mg/m2/ Iv Weekly.

l o :s DuP:u FY-82: wpv2C , never enrolled any patients on this study.
Protocol is now cdosed as of 12/81. This is a finalized report.

NV"SR OF SBJ.--CTS STUXED:
0 0

FY-82: TOT- (TO DAT): BEFORE C.PLETNOCN OF STUnY:Closed

SERIOUs/U;xEVECTED SIDE EFFCS rti SUwJECTS PA,RIcfP..,rh's in PJir(IF ' s STATE):

None

No data accrued, therefore no conclusions.

PUBLICATIONS OR ABSTRACTS, FY-82:
NONE
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DATE: 10/2/82 N! T fbo. 1593 _IrTUS: [TrL F:.

STARTI.G DATE: 6/81 PATE C__. CO-LETIO: :

KEY I.S: Recurrent Metstatic Breast Carcinoma

TITLE CF PROJ:CT: CALGB:8175 - A phase II trial of Aclacinomycin -A in the

treatment of Recurrent/Metstatic Breast Cancer Refractory ot Conventional

th prpay

-PRINC P.?L 110.1;25TIGAT.PW '. : Ra vm nid R _ Upics, M I-T

AssocIATE INVESTIGATOR(S):

FACILITY: WWC DEPT/SiC: Hematology/Oncology - Dept. Of Med.

Accu:ut.AT6V I=NCCASZ- COST: AccUMIULXb V6 Cc: T ACT COST: kcC,,;AUT1! SUPPLY COST:

FY-83 FEECJ2: CONinf COSTr SU.?P' V ST: DATE OrC; iPz.-LC
___________ _________ JU L P o.oRESs REPC?.r FEE 2 5 -1.

STWoY 03JECTIVE: evaluate anti-tumor activity of sinle. agent therapy in
treatment of inoperable advanced or recurrent carcmoma of the- Breast

TECH;Cv- APPOACH: Deptending on performance score and extent of prior treat-
ment , Aclacinomyci 100mg/m2 or 80mg/m2/IV g 3 weeks.

PROs-sS DuRu;r FY-82: To date only 3 patients have been entered on this study.

All had progressive disease, 1 has expired. the remaining 2 are alive with

fiwBs Or SJ3JE-C;S_ STUDIO:

FY-82: 0 TOTAL (TO DATE): 3 BEFORE CC'-LEN: 01 STU"y: 75

SERIOU/UEXPE CTED SIDE EFFECTS IN S. oE-r. PARTICIPATING IN PP-J-CT(IF SO STATE,:

Transient EKG abnormalities, Phlebitis.
CO:'CLU S I O~I : Data too sparse to make any conclusions.

PUBLICATIONS OR ASSTRACTS, FY-82:

NONE
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STARTI:.G DATE: 4-81 P~-_____- - IATE C CWLETIO-1 6-82-

Ksv 1; DS: AZO in ~teiswt rvoil r~PiM~cm

TITE F Po~T:CALGB: # 8176 -AZQ in treatment of patients with previously

treated ',r e-oma.

P~v~:?A lvSrfAT.~S) Raymond B. Weiss, M.D.

Asscc lATE 1h!VESTIGATOR(S):

FACIITY:~ I EPTSVC:~~at1Qg~ Onology - Dept. Of Med.

AcculLATIVE C'E C oT: I-ui~v~C:TAC o ACCIMULATIVES SUPPLY COST:

00 on ~ no

FY-8i3 PiKE : CONTR~ACT CGzr: SU?PLY COST: DA rE 0' CC-'N;FE iPPROVAL Oi
flQ* ~ n nn9 hkNU. Pm-o:--ss PREPGctr EL..5a

STUDYt 0sJEcTIV'E: Evaluate single agent for activity in Previously treated
patients with Multiple Myelorna.

TECiIV, ~?OAH:AZQ 30-rng/m2/IV g 3 weeks, if no immunosuppression on

day 14: AZQ 35mg/m2IIV.

V~s un,.IrG FY-82: No patient were ever entered on this study. Study closed.
This is a finalized report.

N:UMBER OF SIJ3j=EcTS STUD171:

FY-82: Tov.j- (TO DATE): 0 -BEFORE C0,'-PLETiCO: 0.: STUY S"P

SERIOUS/UNiEXPECTEo SIDEz EFcFECTS IN SUj3jzCTS PAR.TICIPATIfIG IN PROJECI(IF r:%E SO STATE):

none

Co~:cus3Io13:
None

MUs CAT(ONiS OR~ AsSTRACTs, FY-82:

NONE
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DATE: 10/2/82 " 't i.NT 1b.: 1595 ISfrus. [rR. I- X

STARTU.G DATE: 6/81 ,,DATE CF CO-LETION:

KEY ,;Op.S: ADC in patients with advanced or recurrent Colon or Rectal Cancer

TITLE CF PPc.zCT: CALGB:# 8179 : Anthracenedicarboxaldehyde (ADC) in patients
with advanced or Recurrent Colon or Rectal Cancer.

PPr1MC,'.AL ;,coroS): Raymond B.Weiss. j .D.

Asscc[rATE LVESTICATOR(S):

FACILITY: V?.r- DEPT/S'"C: Hematology- Oncology -Dept.Of Med.
------------------------------ --------------------------ACcMILATvE P*ECCAS Cosr Accu IV 7r Cc:TR.Acr Cos: ACCQJA[~SL orO0: 0OX,'jA IV OQ jP OT

00 00 00 10.NNU0L P. .SS C F 25 ,

-----------------------------------------------------------------
STUDY OBJECTIVE: Evaluate single agent chemotherapy in advanced non- resect-
able or metastatic Adenocarcinoma of Colon an Rectum.

ECHM4CAL 2PY.O'CH: ADC 260mgm/m2/IV g 3 weeks. If no imunosuppression on

day 14, ADC 280mgm/m2/IV.

Promass Dj~icr FY-82: this protocol was closed 11/81. 6 patients have been

entered at WRAMC. 5 of t-e 6 have expired.l of the 6 is alive. with disease
anti is. Tbefvg faloc-d ofj port. _________________

NVIMR OF S'J3-CTS STUoIED:

FY-82: 0 TOTAL (TO DATE): 6 BEFORE Ccr',LETI0: O. STUY: closed

SEP{OUS/U;NEX.ECTED SmD EFFECTS IN S'3jECTS PART CIPA;,1hIG Irl P;ioJ _'CT(IF ;!:- SO STATE):

NONE
COL CLUBIO-,NSDC has shown little if any efficacy in patients with advanced

Colorectal Cancer.

PUBLICATIO S OR AsSTRACTS, FY-82:

NONE



DATE_ 10- 2-8_2 !0: ,", _ 596 SAS_____

STATI.-G PA'TE: 2-81 PATE OFC EI;; 6-85

KEY 11YS: Small cell carcinoma of Lung

TITLE CF PROJECT: CALGB + 8084 Small cell carcinoma of the lung extensive disease a corer

parison of MACC plus warfarin to MEPA alternating with MACC.

NpCAL ...... 'AC -S): Raymond B. Weiss, M.D.

ASSCC[ATE J, SNGEATOR(S):

FACILTY: [L! C DEpT/Sv'c: Hematology / Onclolgy , Dept. OF Med.

ACCu._ATrV: I COST: ACCUWuEAT[V CO:;TRACT COST: ACCUs.ULATIE SUPPLY COST:

00 1 00 00
FY-83 FE.CCAKS: CO ITRACT COST: SJPLY COST: DATE OF CCr.M-TTE2 iPPROVAL OF

-o W) h;NUAL PROiRESS REPZRT . - : "

STUOY O3JECTIVE: Evaluate whether addition of warfarin to MACC will prolong disease.
control. Determine if alternating combination MEPITLMACC wll prolong disease. control.
evaluate nuerophycin levels before . during, and after chemotLerapy.

TECH, FCAL k PROACH: MACC vs. MACC 4warfarin vs. MEPH+MACC; reg 1 : Metbtrexate 30mg/m2-
IV, Adriamycin 40mg/m2/IV, Cytoxan 400mg/m2/IV, CCNU 30mg/m2/PO. Reg 2: same as regimen 1.

+ warfarin sqdiu,.Re : 3 Mitoycin-C 7ms/m/dV ," 50m&/m2/IV. VP-16 40mg/m2/IV

Ppose-s ir : FY-82: To date only 9 patients have been entered. Of these 9 patients,

6 have expired. the remaining 3 patients are in good PR's and possibly in CR.

t:U;, OF SUBJECTS STUDIED:

FY-82: 3 TOTAL (TO DATE): _ BEFORE CO:.tLET O,1 O STUDY: 75

SERIous/UNDUIECTEO S;-E EFFECTS It S'!3JECTS PART1C[PAhmG IN PiROJECT(IF SO STATE):

NONE

CO... 'JBICS:. WRAMC experience is about 33% success in acheiving good remission

with the above listed chemo. regimens.

PUBLICATION!S 0?. AsSTRACTS, FY-82:

NONE
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DATE: 10/2/82 --,C T N , 1597 S S, I r. , X
STARTI..G DATE: 5/81 ,TF CPLETIO' 12/81

KEY ICRDS: . AZOqreaent of Acute-Myegocy tic ez

TITLE CF PROJECT: CALGB # 8174 - Azridinylbenzoquinone in the treatment of

patients with refactory Acute Mye-locytic Leukemia in adults.

PP.PCEPAL IIESTC.AT-RrS): Raymond B. Weiss, M.D.

ASSCCATE hw'VESTIGATMO(S):

FACILTY: IRPZ DEpr/SvC:Hematology / Oncology - Dept. Of Med.

Acu.,'.ATv i -DA COST: kcCLr:LLAT Iv- CC-,TRACT COsr. ,ZCU:-:1L;1.T[Vs- SUPPLY COST:
00 1 00 00

FY-83 ECS.: CONTRACT COST: SUPPLY COST: QA.-E OF CC:-"EA"-: ?PRC'..L OF
-QQ 00 (U -NA PRO' RESS P ?R M' 2 5 1OQ1

............................ .----------------------------------- -------------------------
STUOY 03JECTIVE: Eval-uate anti- Leukemic activity of single agent or combination
chemotherapy in treatment of refractory adult AML.

AZQ 24mg/m2/dx7 as induction

AZQ 24mg/m2/dx5 as maintance

P.0.-S DNING F-82: No patients were ever entered on this study at WRAMC.

This pr&tocol was closed 12/81. This is a finaliz*ed report.

1 .. .L-3R OF SJ3JECTS STUDIED:

FY-82: 0 IOTAL (TO DATE): 0 BEFORE CU:PLETO: 0:: SUY: closed

SER IOUSA/JI PECTED Smo- EFFECTS II S',JE--CTS PARICjPA,'T1:G It! PiJ-CT(IF ,;3z SO ST.ATE):

NONE

COCLUSt,02s: No conclusionsas no data was gathered

PUBL{CAT'O $S ca, ABSTRACTS, FY-32:

NOne



-- 1--2- 1598 x
. , I' 3-82 . -83.

-' . - .. DHAD.. , Liver Cancer .... ... .. .. . .
V:T CALGB# 8178 -DIAD - In Batients with Advanced Primary

Liver Cancer.

: . -. - .' Raymond B.. Weiss, M.D.

-•.... - . Hematology/Oncology -Dept. Of Med.

- 7.- 7

' .-- - - Y..", FE -2 5-.

. To determine. efficacy of DHAD in patients with. resectable-
or metastatic primary liver cancer.

-'.:.: DHAD 12rg/m2 IV q 3 weeks.

'-L I1._ _' . 1 patient entered. Had 2 cycles of 6irug and showed no
response . Is alive with progressive disease.

C . . . . .. . . . . . . . . .. . . . . . . . .

NONE

NONE

Archives Int. Med. Oct. 82 (in press)
Michael Hurwitz, M.D. M.C.
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10-2-821 1599 X

2-82 2-83

Refractory Hodgkins Disease

CALLGB # 8171 - Treatment of Refractory Hodgkins Disease

Resis tance to Standard Chemo therapy.

- ' :-,----.- ::-' Ray.mo _..egas , .n, .

-_/_ .:Heatalogy/Oncology- Dept. Of Med.

0 00 ~ ':
F:-: - '.. L ,' :.,.. : . . . . -" ' : . . .. C

....... 0 . ...... . of ... ~ ~ ~~... -. . ; .- ,,:,.i,:::r [ .B __5. 8

-~. ------ --------- ---- ---------
S_ .. to develop a non-cross resistance combination of cytotoxic

agents active in advanced, previously treated Refractory Hodgkins Disease.

-,' .. VM - 26 -60 g/m2 IV day 1- Cisplatin 40g/m2 IV day 1-
Hexamethylmelamine 100mg/m2 po day 2-8 and Prednisone 32mg/m2 po day 2-8.
Repe-ated-.q.21 days. - ... ... ..

' - . .: To date 1 patient hau been entered, had no reaction to
therapy.

NONE

Data too sparse to formulate any conclusions.

NONE
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10-2-82 1500-82 , .. X

1 0 -8 1 ..... .. ... , -: -

ARA-C L. Aspariginase ,Acute Myelocytic Leukemia

-:CALGB# 8121 - A Comparative Study Of High Dose ARA-C Alone or
Given Sequentially With L-Asparaginase for Remission Induction in Patients With
AML AfterFailure_or -n Relaspe. . . . . . . . . . . .

¢ . .. - . . . = 74f

I ... .. V . :.. ,, ,

S"- !- . ;" Hematalo$/Oncology -Dept. Of Med.- ::--: --.-:.i- 7-:--": :.: --:::,-:--- ::- -- -- :----- -

Yo i j- - .. .. . .... ... ...... 9/: o ' : - : ; i , :, : : ;: i ': . -.q

- 7 ,~j-.'..-FEB 25 199

. -i. To determine efficacy of high dos_ ARA-C with. our without
L-Aspariginase for remission induction in patients witit '1ML refractory to

S' - : . l 1st. line therapy.
Reg 1: ARA-C 3gm/m2 IV + L-Asp. 6000 IV /M2 IMi

_Reg_2:_ ARA-C 3gi/m2 tV. .. -...... .... .. ..

S.:To date 6 previously treated AML patients have been entered
3 of the patients never achieved remission az.d have- since expired. 2 of the Pt's
did_achieve remission and are alive and still being treated according to Protocol/

S[ipt. relasped but is alive.[

''-2.. 6 " " r- . ...6 CA.LGB-200
~. . . . . . . ... . . ... . . . - -~ ------------------------ W R A M C - 1 0

-NONE --------

Data too sparse to formulate any conclusions. Low patient
accural to date,

, '.';, . , . " ..'- "

NONE

:' 4
1 ~m l . '' .' T ; r,' ' . ' -

Is5-- ~i--r",: y "'' ;. '.'' - '
r 

" .. " .. ..



"-,," 10-2-82 . . ,' : 1501-82 . . -
. ... 209 -82

.:r: 2-82 V.

it E - f2 : CALGB #8141 - Phase II trial Anthracenadicarbo-xaldehyde
I- Advanced Carcinoma of the Lung Other Than Small Cell.

---,----y,-m-., WeissJ-r'.--

F__ __._: [Ei.H-eatology/_0ncq_9gy_-_ Dep _Of Med.

- -------------- -- -------- = - --- ------- --______ ---- ---------- -- - - --

C U mgm M,' I- 21 days.:

- -- - -.. E .

.),vPhlebi To determine the efficacy of ADC in locall advanced and or
metastatic Dana cancer other than small cell.

'-f' : '! ° i - ' C ' I 1:ADC 260rag/m2 IV q 21 days.

................. 6 patients have been entered too date. 2 pts. had progressive
disease and have expired. 1 pt. refused further PX. -1 pt. has stable disease

Phlebitis in "vessel1 where. IV Drug wa. infused.

2,Data too sparse for conclusion at thfs tine..

NONE

........ 2- " " ' " l ll '[ [t1".8 5 --



1 -2-82, 1502-82 . . .

S 9-81 -- ,-,! (F Cc; Ertc:: 9-83

.....nc.d Cr _ __

c .JJFi,: CALGB # 8143 - Vinblastine , Dacarbazine, andCisplatin in
The Treatment Of Advanced Or Recurrent Metastatic Melanoma.

... [ .....,i~r,,,c:....Raymond B. Weis .D.

.: ,.r/S':,c: Hematalogy/Oncology -Dept.Of Med.

CO; TAz CC-,T: A:CU.';'JL-ATIrV'_ S-JPLY COST':
F,-33_ &U2 Cc'r.~cr CosT: SU.:.-.Y '.oisr: D,,FE c. C... ., t?.~, ; , O.-0 0

S ,j..Ct;.Lr': tO establish tolerability of VDP to establiish CRo rfre-
quencies in p,.:ients with advanced Melanoma treated with. VDP.[

-[r. ..: f' k-:r;Vinblastine 5 -mg/rn2 IV day 1 and 2
Dacarbazine 15Omg/m2 IV! day 1-2-and 3

............... Cisp1a~z5Omg/_m2IV.day 3 ....-rt'.-= ----... " F'': patients have been entered. 3 of the 5 had no response
to therapy- and progressed. 2 of the 5 have. shown good PR and are still being
.trea t ed _ev_ery=_mon n7 l. ...-

Fy- ....5 Tr,. (_ =:): 5 BE-O- :E C :.-T-c.'- O.- S-- -.- ' : 60

NONE

-.' ..' -r NONE

V'..':;?; in3 bls"n 5m/m I"ay1an

........ .. FY-S-:

NONE
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10-2-82 - 1503-82 X

l0-l 10-84

Superfractionation Radietherapy -Snail Cell Lung

-ICAL*GB/k 8177 -Supe-rfractionation Radio therapy and Chmeotherapy
for Patients with Small Cell Carcinoma of the Lung Who Fail Locally after
.C------------------------*-- $-----

-:Hemat/ony cology Dept. OfMed.

0 a0
Q _-

-- 0 198 1 ~ - 1'2

rY to determine the toleraLility of Superfractionation Radio therapy

on patients with limited small cell carcinoma of the lung.

--.- Radiation RX. to tumor, Mediastinnn, and supraclavicular
areas, 30 treatments in 3 weeks (2 A day) chemotherapy of WEX, Adria,CCNU,

NNEN

1870 ~ - "- 2



10-2-82 .. 1504-82 .X

*2-82 _2-83

- Bisantrene -Breast Cancer

- CALGB ii8142- Phase II Trial of Anthracenedicarboxaldehyde
for Advanced Breast Cancer- - - - --.-- --.

V .<.~-~K.'>Raymond B. Weiss, MD

____- L.~rs::Hematology /Oncology -Dept.Of Med.

----7- ----------- ----_ _- ------t-

- ~ ~ ~ ~ ~ ~ : - D 6m/2 q2 as

FEB-, 2 5- 198

------~ Da alut o p effiac fo uADio fof agny n co nclu in-

NONE

Daa o sareerfomlain f n18ncuios



10-2-82 1506-82 X

8-82 &-85

Hodgkins Disease -MOPP,ABVD -

*. CALGB# 8251 - Treatment Of Advanced Hodgkins Disease: A Random-

ized Phase III Trial Comparing MOPP VS ABVD VS MOPP Alternating with ABVD

---- aymgnd a.. Weis ,. -1. D,

-~ - imtalogy /Oncology -Dept. Of Med.
-zr - -'.

0 I00 00

- To compare efficacy and toxicity of 3 treatment regimens for

patients with stage 1112A and IV hodgkins Disease.

'1RegiLmen 1: MOPP every 28 days 7 Regimen 2: AEVD every 28 days.

Regimen III -MO?? every 28 days alternating with ABVD the next 28 days.

* /: To date only 3 patients have been entered.

F~>* 3 ~ . 3 F,.) 1: C -.- CALGB 300

WEAMC 12

NONE

f~.-- . 2None at th's time. Too early for data accumulation and
interpretation.

NONE
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DATE: 10-2-82 I 14 p.lr O.: 1627 1SUS: XTRr X Fr

STARTI.u DATE: 1974 PATE CF CWLETIN: Gisoed 2/16/78

KEY 1 'Cns: Carcinoma of Lung.

TITLE CF PROJECT: WRAMC # 7404 - Immunologic-l evaluation and immunotherapy
of patients with carcinoma of the Lung.

PRIp.CI?AL I .TIcATOR(S) Raymond R- We;s M.D.

ASSCcIATE IMVESTIGATOM(S) :

FACILITY: .Vi.C I PEPr/S-,c: Rematologv/ Oncology , Dept. Of Med.

A~J'LAI CASE COST: ACCUIULAAT[ V'-- CO:,;TRACr COST: ACCwIULATmVE SUPPLY COST:
uO

FY-83 f'UJU E: CONT"RACT COST: SUPPLY COST: DATE OF CC;?,tITEE iPP' PR

QQ-- go 0 NUL PPo-.E,7:'ss REPCRr 2 5 198
--------------------------------------------- ---------------- ------------
STUDY 03JECTIVE: To determine therapeutic efficacy of BCG given by scarefication to

patients with lung carcinoma. To determine if allogenic tumor cells benefit. Correla-
tion Of -n "WVo 'nd _ "_ "ro 01'1 p, 1- i.mmnft yrAf-I, rlini'l qtatuq.

TMCH-iCX'L PY'PROCH: Stage 1 CA) patients were rendomized hetween RCG, tumor cells and
BCG of follow-up alone. Stage 11-debulked surgically received Et.ceived radiotherapy 5000
rads plus randomization vs. abye.___he r ej ytoxan 500mg/m2 Methotrexate 40mg/k

PR R3s Du;s: FY-82: [IV + Tincristine 2.0mg IV day 1-8 -928D.
Protocol closed since 2/79. All stage B patients have expired. The stage A latientsf(Z
are either off study due to the logistics of following the off post or are lost to o

ML '"ER OF SU3J-CiS STUDIED: [ up1together
None §losed

FY-82: 0 IOT, (TO DATE): Al BEFORE C'-PLETiO' ' 0: STU-7Y:

S:-P.Ius/U,',=ECT-ED S;)= EFFECrS fri &j3J-CTS PS RICrKP,'W 5 IN PR3J-CT( " - SO STATE):

no serious /unexpected side effects.

Immunotherapy appears to be of minimal value in prolonging life span

periods of remission in patients with. lung cancer.

PUBL CAriONs C! ABSTRACTS, FY-82:

NONE
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DATEiO12/82 WcP WtIT NO.: 1628 STATUS NrTERIn FI,%x _ -

STA .1r4t DATE: 1976 DATE OF COWETION: 10/82

KEY lbs: Carcinoma of the Large Bowel

TIThE CF PP.WECT: WRAC:# 7466 - Chemoimmnotherapy of Carcinoma of the Large

Bowel

PRINCIPAL 1!ESTrC.AORS): a,.oA ' ____ ___________

ASSCC[ATE 1MVESTIGATOR(S):

FACIL! 'Y: b29lC DEpT/SXC: Fvematology/ Ontologv - Dept.Of Med.

kcL.--.AT VE MEDCASE COST: kcUI-oAtIvE Co-,-RACT COST: AcCtk'%AAT1VZ SUPPLY COST:
00 00 00

FY-83 FMSit: CONTRACT COST: SUPPLY COST: DATE OF CaoIM1TTEE kPPRD 2
00 O 00 Amux- P O a=ss REPORT .*E 2 b .

STLDOY 03JECTIVE: To investigate the therapeutic officacy of BCG hy dermal
scarfiation in patients with- carcinoma of the Colon or Rectum when

Tc ?P_0.4CH: All patients are classified according to Duke's C classifi-
cation: Type II CStage B ) - extension into b5ut not through- muscularis.
CSTage A2) - extentsion to or throug -serosa inegative nodes. III CStage CI-

. . . .. .... belowPP j.-- _ ss FY-82 : Tis study closed o patient entry May 1978. Total of

20 pat-ants entered to date all have expired or are lost to follow-up.

fu,'3._R OF SU3JE'CIS STUDI: :

FY-32: 0 IOT.AL (TO DATE): 20 BEFORE C17",-L TiO;: 0.- STU3Y: Closed

SoRIO AJS/ c' E o SiDE EFN=E S JCT-S.S PIN, .I .', I - : :o ." s. STATEJ:

NONE

C ' .
Will be analyzed for publication in 1983.
5 year survival information.

PLs L:;. rio&s c. AST',rT. FY-$?:

Technical Approach, continued: limited to serosa; positive nodes.

IV - Locally metastatic disease beyond lvmphatics, the bulk of

which can be removed, but with some tumor remaining, cannot tolerate

surgery. Tumor of such size, or fixed so that surgery would not

be undertaken, V (stage D) distance metastataeses.
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.10-2-82 __ .~. . . -- .

9-81

- Tamoxifen, Flzoxymesterone, Metastatic Breast Cancer

WRAMC # 7408 - Compa-ative trial of Tamoxifan and
Fluoxymesterone plus Tamoxifen in Metaatatic reast Cancer.

-- " 5--- i :-- "  
-- ---_.---------....... . . . .. ... ..... .

-__Heiatalogy /Oncology -Dept.F Med.

0 0: 0 C~ C.-
-r ... . ..... Z 5..i

__Response rates and durations will he compared to assess the
relative therapeutic benefit of the two regimnens.

- iiLJRegimen A :Tamo. ifen 2mg/m2/ po bid.
Regimen B: Fluo-xymesterone 7 ing/-m2 po bid and Tamoxif en

.Study haz been closed this year. Of the patients p reviul
entered 4 are lost to follow-up, 2 arenot evaluable, and all the othmers nave

opro s .o

0 ."4 ..0- v..... . C •" : ,
*. - ._V

r -Ti endn heraputi tibnei of treiew. eies

NONE
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T 1649 X
. '.. 1976- ": . r'x : 1981

:iY : .. : Prostatic Chem, :;.nmunathexapy

WRAIC # 7602 Chemiommunatherapy of Prostatic Carcinoma

. "- Raymond B. Weiss.M.D.

F,-,: "L" £-/'": Hematalo-gy/Oncology Dept. Of Med.

Z L c:r- ACCu T,'"_AT ,'. C:;, c, CO .: T .: _':u,.,iv S-?jj: C-ST:
__- o L... _.oi _-

-j '3 '- C,.', :T CcT: S: - C ,.. .

------------ - ----- -.....- -"'------
to study the efficacy of the combination of Cyclophosphamide

and 5- Flourouacil with. and v.thout HCG i unotherapy in the treatment
oI-advance.d.tage _ .DCar of.terostar e..

u' ..'''' Regimen A: Cvclonhonlbaide KO0 -mg/m2 I 5-Flourouracil
600 mg/m2 IV on days 1 and : BU i uns on days *Regimen B-
_Cyclophos_!i_ dea 1 -5-Flourouracil 600 mg/m2 IV on days Land 8.

, " : 20 patients have been a numlated. Assigned reviewer (below)
did not complete evaluation prior to departing service in FY 81.

FY-F2: 0 TOT,',L (TJ DAT): 2Q B:FOcE C.":ILETIC' : C .- 20

NONE

Pending completion of review

NONE

Technical Approach, (continued): this cycle to be repeated
every 28 days. Addendum #1 changed the BCG vaccine to the
Pasteur strain, 2 - 8 x 10/8 viable units.
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I .
AT10-2-82 '> 1658 X

S.'." 1977 r 1984

"'.-Y *'-: Pros t Carcinomna _

" WRAMC # 7702 - Adjuvant ,imotherapy Of Prostate Carcinoma

with Adriamycin and Cis-Diamminedichoroplatinum 11.

-~Ramond B. Weist.
_-: ,-_- ' _,'.S._-- ,. __ :___. ___a_ nd .B,_._es_,.M:D_.. ..... ....

L ... r.' .,Hematalogy /Oncology - Dept. Of Med.

FY- i' C;ST: ZC :A- , C 'JST: C:.: ic .. - ; . . . r,.
0 0 098FY-~3 -. i..'' r" cr...... . ..... ... ...... ..C. _000l.u ', P , .:; i-P_~, . EB 2 5 1983

----------------------------------
ST>;r ( ,;. crr,-: To compare the ef.icacy of radiation therapy alcne versus the
Cbiiation of radiation theapy plus chemotherapy in the treatment of patients

/ aa -lgizally- Pros tatic Carcinoma.
.''-. Regimen A- Whole pelvic irradiation to a total dose of 4600 -rads.

with an add.Ltional 2000 rads to the pros-tate bed. Regimen B: Radiation therapy as

__abAv_eiA _c .LrnQagZ ]___Lday 1e ery__28 day.CisPlatinum 60 mg/m21V day 1- be low
S..... 32: No patientt entered for FY 81.

2 patients entered proviously.

CJ, : , L: 3JIC f S O ,J~i" .

F{-?: 0 IOTA. ( LA): 2 FORE c:.LEIL. 0.: ST':

%-r, - S"iE -- C .... [ASS"3 e ..... v . , ,'

NONE

Clsoe study because of poor patients accural.

NONE

Technical Approach: (continued) 28 days. Addendum #1 increased

type of patients eligible for this protocol. Addendum #2 modified
administration of CIS-Platinum to decrease toxic side effects.
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DATE: 10/ 2/2 - T 1665 STT: ETLI i>.x

STARTiXG DATE: 1977 -,,',9 C ?.Tk 10/82

KEY , Gastrointestintestinal Tumors

TITLE CF PROJECT: T(ALC:# 7706 - Treatment of Refractory Gastrointestinal

tumors with Chlorambucil and Methotrexate.

PRI.:CPAL '.TGT -s } : Raymnnd HWisM.D

AsscEATE 1 .VESTATCR(S):

FACILLTY: VA!C I DEPT/S'c: Hematology/ ONcology - Dept.OF MED.
--------------- - --- ....----- ------------------- ------ I ------------------------------
ACC'V.rAT [yE C0 CCU;. .LL,_ATW CC:;TACT COST. ACCLr,;ULTI, SJPLY COST:

00 1 00

FY-83 E'CCASE: CONTRACT COST: SUPPLY COST: DATE OF CCx..iv. C
00 00 00. hkmuw. No-v2ss RE:Po.aT E24

-------------------------- ==----------- --------------------------
STUDY OJ;CTIVE: To test the therapeutic efficacy of Chlorambucil and

Methotrexate in patients with advanced Gastroinestinal tumors.

1:CH7V.L APpOci: Chloroambucil 6.0 mg/m2 days 1-14 -Methotrexate lOmg/m2 days-

1-4-8-12 (po) this course is repeated every 28 days-. For patients who have had

prior chemotherapy o radiothe ray, 75% of the dosage is given for the. first cycle.

P~c,.;-ovs CuRIG FY-82 TRAAMC has entered no patients on this st-,dy during the

past year. We can obtain no further information on prevLously entered patients

as they are -ither dead or lost to follow-up. Study was closed 10/82.

NUS.3E1 OF SuJ3J:CiS ST0i.: ( This is a finalized report.[

FY-82: 0 ToT L (ro DATE): 19 BEFORE CC'-,LET[O OF STUIY: Closed

SERICUS/UMEIEXECTED S'iE EFFECTS IN SU3J-.CTS P;IN.h's in Pi-,J=CT(IF SO STAT=):

NONE

NONE AT TEIS TIME: STUDY IS CLOSED.

hJaLtCATIO IS CR ASSTRA CTS, FY-S2:

NONE
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DAtE: 10/2/82 1 '' G K l :' SrAT : 666: !r~r~R~rl F-it:;.' X
DA_____ /_2_8_2_T N,). 1666 ri:' Di__m

STARTI G DATE: 1978 PATE CF CoGi ETI ON: 1 n

KEY c s9o: Inmuno therapy

TITLE CF PROJECT: JRAMC : 7801 - Protocol for immunological evaluation,

and phase I of i'munotherapy of patients with various Carcinomas.

Ptm;C:?. , TTCS: Raymond 3. Weiss, ,M.D.

A~scC (ATE I:"STIGAT.(S):

FACILIUY: L ;':C I DEPT/S':C Hematology / Ocology -Dept. Of Med.

Accu-:c'_~vzYivECCA- _CoCsT: ACCU!;:RT 1V_ CC:;TRACT COST: Ac:u;vESUJPPLY COST'
00 I 00 1 00 _____

FY-83 VFECA : CoirRAct COST: SUPLY COST: PATE C. t--.- ,,' ..
00 00 QO ' PR0R_SS R;P0or 258 192 3

STUDY 03JECTVE: To per - detaile-d imnune- e-valuation in patients wit!L tumor
present and tumor entirely resected, following immunization, with C. Parvum -SEE

TE¢HCL ??P.OC1: As per outlined submitted for FY 80 and detailed in originatelow

protocol.

PP:su- o FY-82: Study closed 10-81. At this time ,all patients placed on this
portocol have expired. This is a finalized report.

I', j-I O. SUSJ-CTS STUD _:3;

FY-82: O ToTAi. (TO DATE): 2 BEFORE C0:.4LETIC;: 0 STUD3Y:cl¢jI d

SEP IRus/U' .'c- ED S;-D- Ei, ECrS IN S.!.3j=CTS PAT;CiPTUIG IN PtoJECr( i 3, o STATE):
NONE

Data too sparse and patient follow-up too poor to formulate any

conclusions protocol is closed and no further data will be forth coming.

PuSLICATMIO:S c ASTRACTS, FY-82:
NONE

Study Objective: (continued) inan attempt to ascertain

changes in cytotoxicity induced by immune agents, and to

determine if immune depression in cancer patients can be
reversed.
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.;::10-2-82 c 1667 X_ _ rr' ~ F

5~': BreastCainr____
T 'P3%CTWRAMC # 7803 - Metastatic Breast Cancer

-!KAYrn oflcB. Weiss', ______

!~~. !- N:c: Hematalogy_/Oncology -Dept. Of Med.

- - - - - - - - - - - - - - - -

---..--- FEb 2 5 j~3

:CT._ To evaluate response rates, mean to duration of response and survival

in 2 patients populations with Breast Cancer.

_
0  Regimen 1 :BCNU, Cytoxan, Vincristine, Methotrexate

Regimen 2: BCNU, Vincristine, Methotrexate

'-:NONE - Study is closed an no patients are being followed.

FY-7: Q TTAi (.-0 DATE-): 14 So c:~~~ * ~~ 14

;/~ ~ S:i,- EFFECTS I'I Su';3,:CT3 fK2 C';: jzi S: TA):

NONE

NONE

NONE
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DATE: 10/2/82/8! L.:T . 1671 LSTJS: !,,rL;.L F

STARii:.G DATE: 1979 _..__ OF C __T____:

KEY l'Z _S: Cancer of Colon

TITLE U PpOJCT:VR MC:# 7901 - Adjuvant Antiplatelet Therapy for Duke's B2
or C Cancer of the Colon.

RI :C:?. L I.,.,-T ,R( S . .Raymond B.Veiss, . .D.

AssccATE INVESTCATOR(S):

FACILITY: 12A' .C DEPT/Svc:ReIMatology/ Oncology -Dept.of Med.------ i - -------------- ---------- -- -- --- -- -I.. . . ---... ... ... ... ... ... ... ... ... ... ... ... ... ... ... ..
Accu,':"TIV E.rJA,.Z, CCST: kCUf'aULAT iv Cc:;T;ACT COST: ACCUMuL,:','E S:JPLY COST:

00I I

FY-83 i"ECAZS: CoirRACT COST: SUPPLY COST: LATE O " CcM 17 , t,?POVL OF
(0_Q_ 0l0 On P-NUAL PPo':-RSS REPORT IEB" . i

----------------------------------------------------------------
STUDY 03J-_CTf,': The aim of this study is to seek evidence for an increase in the

Disease-free period (or survival) in patients with. Duke's "B 2 " or "C" Colorectal
Canopr whn nTA rr-t- r for prolonged peeriods with a platelet inhihitory agent-aspirin.

TECHlCAL -P?0POACH A coagulation screen , factor VIII complex, Salicylate level
and platelet function tests (aggregation and -membrane analysis) w-ill be done prior
to treatment and one month post treatment. The patients will then be followed - below

PROGS-- PU SU!G FY--8.2: S ow accural witb onl% i patients enteregto date.. follow-

up adequate on 10 oi these. und patient ied ot progressive isease. and one
h.aa; advajnced progressive disease butg still living.No Toxicity reported in the
,L F OF S&3J-CTS STUODED:[past year. Study Closed 10/81- 2/11 have expired-8/ll have

[ s8able &isease and 1/11 is lost to follow-up.
FY--2: TorTO DATE; i2] BEFORE CU-1.LETiO; OF STU"Y: closed

SERIGUS/1IEKx. ECTED S:DE EFFECTS IN SUJECTS P;,RTicIP.,h'G II PROJECT(IF :;-- S: STATE):

NONE

CO;CLUSrcNlS: Inadquate number of entries and follow-up interval for assesment.

PUSLICATIONS o. ASSTRACTS. FY-82:

NONE

Technical Approach: (continued) according to the protocol

with subsequent coagulation studies at 4-month intervals or
whenever bleeding or Thrombosis appears.
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DATE: I q, WOF% UTn NO.: 1671 ISTATUS:' !NTERrn X F i A _
STAl! ;TM DATE: 5/79 DATE OF COpLETIOm:

KEY VXD.S: Tettiular Can cr StXg T ;;nAr TT

TITLE CF PPO.ECT: TC - 179 - "re-atment of Stage I/TI Testicular carcinoma with
Vinblastine, Actinomycin , Cyclophosphamide, Bleomycin, and Cis-Platinum.
Testicular Cancef Intergroup Study.

PPL'.CE?.J.. .,$Io~STGa'~s): Raymond B. Weiss.M.D

ASSOCIATE ]MVESTIGATO(S):

FACILITY: M,C DEPT/S':c: Hematology/ Oncology - Dept. Of Med.

* AccIwxIJLA(iE ?EDCAK, COST: AccUtOATIVE COaITRACr COST: ACCULATIVE SUPPLY COST:
00 66 1 00 -

FY-83 IfUM: CONTRACT COST: SUPLY Cosr: DATE a- Ca'om-rE APPROVAL OF
00 00 QO k.umi. PROcR=.ss REPORT FEB 2 5 !an3

Sroyo 03iJcrfvE: 1. Compare the disease -free survival and overall survival for
surgery alone versus surgery plus early adjuvant chemotherapy in patients
with resectable Stage II testicular Carcinoma. 2. To reistar and follow OVER

1tCHN;..L ?PROACH: All stage I patients will be registered then followed by
monthly markers and chest X-rays for 1 year and then every 2 -months for
another year,. 11 StageJLi &tj s__wAi1Lb _dQnized to no adjuvant - see back

PpoG:.&- Du Jmrn F-82: To date 15 patients have been entered. 5 patients are

Stage I and 4 have now completed their 2 year period of observation, and,
arp without disease. 10 pat ieD_ ___are S__5aoe II ,and of those, 3 who Were -over

Number of subjects studied

FY-82: I lOT. . (TO DATE): 15 BEFOPE CC.-L7iOM 0.7: STUDY: 200

S;ZR!JS/U-E'VIECTED SIDE EFz-CTS IN S-.13cTS PA .TICIPThM!G In P J-c,( IF ' SO STATE):

NONE

Cc.';- : It appears that for those patients with stage II ,Disease

adjuvant chemotherapy is necessary in order to prevent the possibility

of progressive disease.

Puj::.,riois CR AS3T.APTS. FY-S_:

None
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Study Objectivei :patients wizh non-s-:ino.a , noii- Cloriocarcinoma
Stage I testicular cancer to define prognostiz variables which may
predict recurrence. in this stage group.
3. To define differences in disease free rates and patterns of recurrence
based on histologic subtypes.
4. Evaluate role of marker substances I.E. ,BHCG, AFP, And LDH in the
early detection and management of recurrences.
5. Evaluate accuracy of Lymphangiograms , CT scans , and ultrasound stu-
dies for staging of retroperitcaeal nodal involvement.

Tech; Approach cont'd. : chemotherapy or to adjuvant chemotherapy.
Those receiving adjuvant chemotherapy will receive Cytoxan, Actino-
mycin, Vinblastine on day 11 Bleomycin on days 1 through 6 , and last-
ly, Cis-Platinum on day 7. This cycle of therapy will be repeated at
28 days. Two cycles only will be given then follow-up monthly for one
year,, then Bi-monthly for the next year.

Progress cont'd: randomozed to no adjuvant chemotherapy, sub-
squently developed prigressive disease and according to proto-
col were started on adjuvant chemopherapy. the remaining 6 stage II
patients were randomized to adjuvant chemotherapy,have complete-
ed their cemotherapy , and are currently being followed here .or
off post. Viey are all well and free of disease.

I
... .. .,, h . ... ... . . .0



SL\RF!:. D.r: 1978 1,DIE C:- C I.ETI .-i 1018i

-K o z~: Adriamvcin Ilndocvanine Green

TITLE CF PFOJECT: WRAM[C J 7808A : Effect of Inodcyanine Green Clearence

on Plasma levels of Adriamycin

Pi C .'?AL lA CRs) Raymond R. Weiss, M.D.

Asscc!ATE L:,,'EST[GAT._(S):

FACILI:[I2 F/ISvc: Hematology/ Oncology -Dept. Of M!ed.FAC-IL!T.Y: ,,,'.,-J','-

Accu;:L'jriv:_ EL'&.S Crsr: A u, .i Cc,:;T.RAr CDo-r: P. '1:'. ' SJ V Cn's-.
00 I 00 00

FY-33 i"CCA&S: CC.T4.ACT CCST: SUPLY COST: PATE C, C= ";1T.-E_ ,PAo";- 0F
00 00 0 i NU.t PR,.ER-_S RP, p2

--------- ........................................................................................
STUDY 03JECTi\'E: Correlate Indocyanine Green (TCG) Clearence in each. patient

with plasma levels of Adriamycin.

ThCH;I.L ?O C:4 Indocyanine Green clearence obtained prior to first adminis-

tration of Adriamycin. A total of 50 Indocyanine analyses should allow for all
of Adi _-in"yin .id I1 n" 1 toxicity.

P . E-- E:j=:u: FY-8 2 Protocol closed to patient entry. Accural rate was very slow due

to fact that only patients with. liver disease who received Adriamycin were eligi-

ble. To date 15 pts' were entered at !-MMC. All eaperiepnced progressive disease

u,' -O F S23"iCS STUDIcL: [ and have since expired. No further patients entexed FY82
[ This is~ a finilazed reort.•Y8-L Ir.-a,. TO,,. k_,I ,, cF LjM! TUDY 4..L.d

SEPCUS/U.,-XP.CTED S:DE= E.:F-CTS IN S-.3 7-CTS PARTICIPAN.'S It PROJECT(I= t; S- S"ATC):

-NONE_

SCO:;cu3'sOt : Patient accural too low, disease status too progressive to formulate

any difinitive conclusions. Porotcol is closed to entry and more data is not

forth-coming. No conclusion can be drawn from this study.

PUSLICArIONS O ABST-RhCTS, FY-82:

NONE
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DTa: 10/2/82 !a ' r , : 1675 S,,TUS: [iirzii

STARIXT.0 DATE: 1979 -,[,rE c- C &.[Tl:i: 10/82

KEY Q 0: Hepatic ArteryA~dialyIL-.fu-iu Inn-

TITLE CF PPOJLCT: WRAMC # 7903 - Kpatic Artery infusion - a Clinical and
Pharmacokinetic study.

Pp,:C:?. ['.~IOA~ST S> Raymond B. WeisqMD

ASSCCIATE INEST[c ATCR(S):

FACIL'TY: ,C kDEPr/S,;c:Hematology/ Oncology - Dept. Of Med.

ACCUt-:u1.ATIV= a'CASE. COST: kccu'M9LATv~z CC:i-TPACT COST,. cu~'.ri S-'?'PLY COST;
nn T onn . n

FY-83 EXiASE: CONTRACT CCST: &J?PLY COST: PATE C= C~:T~~?~A OF
........ LPORT

STUDY 03JTIVE:To evaluate the efficacy of Hepatic Artery infusion of Adriamycin

in patients with metastatic liver disease. To evaluate the Pharmacokinetics of
.. .r-QX .i . .ar.d its me el e z-.-T-e rr la z the de. r. . poe.. .i.th ¢c-4ucal- SEEb l

Tc HaCt I PPE0ACH:Special diagnostics will place Hepatic Artery catheter via axillarye

artery and hepatic vein catheter via femoralvein. Patient is sent to nuclear medi-
..cnt fnor 99 rotc -gulfur collind Tn cT~frnn~nto the hepatic art er to evaluate intial-

sDu~ FY-82: No additional patients entere in FY 82. Study was closed 10/82.

This is a finilazed report.

tN.3,;_;- OF SU3J--CTS STUDIZD:

FY-82: 0 TOTAL (TO DATE): 2 BEFORE CC:,PLETIO,: cF STLosed

SERIOUSAI;XPECTED SIDE EFFECTS IN S'J_CTS PARTCfP., G jj PRjOJCT(I F ,- S( STAT):
NONE

CO..:CLu ,0,S:Not enough patients entered, without further accural study being
closed.

PUSLICATIO:S o ASTRPACTS, FY-82:
NONE

Study Objective: (continued) toxicity. To evaluate radiouclide

scan, angiogram, and liver-spleen seen as parameters of liver

dysfunction.

Technical Approach: (continued) catherer placement and hepatic
blood flow distribution.
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16Ei~2/2~O~ ~TT,]76 JS,,TUS: [rNrE;{ .l '- _t__;_.

STARTP.I DATE: 8/28/81 P,',___(:F CO r __TON.:

,' s i~9.S: Colon Crc.nO m-
TITLE CF Pk0OJCT;. IC:# 7904 - Evaluation of Carcinee-broyonic Antigen and

Second Look Surgery in Colon Car!,z-. ima.

PPul:C:;,L. I'.'r~ Tc(: Raymond B. Weiss, M.D.

ASSCC!ATE INVSTICAS__(S)

FAC-IL!Y :1 rpiSC i-:eatology/Oncology -Dept.Of Med.
--------------------------------------------- ------ ----------------------------

ACcu;*vUA-fivz KECA CGS., Azu~iv CC-~ C Co? ArCLCMLATIVE S-'jp?LY COST:
00 00 00

FY-33 t'.,-, 2 . : C C T4r!C7 Cr,zT: S'?PLY COcST: DArE O CC; :i I.EE i.PPRCV.,- Or:
nnL... no0. Q0 l :AVAL PoR'_ss Npr ERT ,

STUDYOsJ-crIVE: Evaluate Serial serum C&A levels and second look exploratory

Laporatomy as a method of detecting recurrent disease early.

T CHW CAL :'?FYOCH: Patients at high risk of recurrence following surgery for
Colorectal Carcinoma are followed by clinical exam, routine blood chemistries,
and CEA every 3 months. Mhen CEA rises complete re-evaluation for recurrence , (below'

N: !;,r, ..2: Total of 18 patients entered before Protocol closure 10/81

2 pts. have had pd and have expired. 2 pts. underwent exploratc-y Laporatomy.

U.3E, OF J3J:CT3 SiuDIE,:

FY-32: 0 IOTAL (TO DAT): 18 BEFORE Cr.:,PLETiO; N STUDY: closed

S irU-U/=W ECTED SIDE E FECTS I:1 S,!3JZCTS PATI IP,TI G IN Pi-JECT(IF ' so srATE):

NONE

Co:;CLUsB!01s: Inadequate follow-up ti me and number of entries to analyze
data.

PU3LICATIOIS 0.1 ASTRACTS, FY-82:

NONE

Technical Approach: (continued) including Paparotomy is under-
taken to determine respectability of recurrence.
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DATE: 10-2-82 : .'T NO. 1677 ] 7 TUS IrT[l(.' X

STARTI:.G D'TE: 9/25/79 PATE CC1,cLETF1: 1982

KEY I.S: Acute Leukemia

TITLE CF Pi'OJzCr: UPRANMC # 7905- Therapy of Acute Leukemia with low dose Adriamycin

infusion.

PRI',C!?,%L IS'.: TC S): Rqy nnn _ d_-& -_ _ ___T)

ASSCCEATE INVESTIGAOR.(S)!

FACIL!TY: .,," 4§E/S,;c: Hematologv_ Oncolo Dept. Of Med.

ACCUN-0-,TIVE N'ECAS CcST: !rc. V,AT[V- CC:;TRACT COST: Tcct:J-,.', S' ?PLY C05-.

00 I 00 00

FY-83 rE,, S: CoNrRACr COST: SUPLY COST: DrE O- 4.
0-6= 00 00 .;UAL PIc2.'s3S .

STUDY 03JECTIVETo determine if kinetic alteration of the adminstration of Adriamycin

would change it's efficacy in advanced Leukemia patients previously failing Anthra-
cycl:Lne thera.

T CHiE.C.-L APOACH: TRN dose infusions of Adriamycon lOmg/-m2/day x 10d with pos-s-i
possible escalation if tolerated. With measurement of Adriakinetics and cell cycle
kinetics of Leukemicei1s byTAc ___

PposP.mE t, FY-82: Total accural of 5 patients . Study closed 10-81. No further
patient accural. To date all 5 pts. have expired. this ia a finalized report.

U; 2OF SU3J.-CTS STUJIE_-:

FY-82. TOT;. (TO DATE): BEFOPE C-:,-"LEt[',:: C1 ST':Y: _cosed

S;R[CUS/U;EXIQECTED SICE EFFECTS IN S .3J=CTS PA.CfP.,Fi;1,3 il , JCT( ::3', S:
Severe Mucositis

CO;¢'US IC
Date too sparse- no conclusion.

PLIBLICATIONIS CR Ak3STRACTS, FY-82:

NONE
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DATE: 10/2/82 1 l,, ( T N3.: 1678 - STATUS: Iir-RIIIj Fi: !. _

STXRT,.G DATE: 9/25/79 PATE OF COPLETION: 10/82

KEY VbRDS: NIPtnsa t- a tof C O_ -__m_ _

TiTLE CF PROJECT: WRAMC:If 7914 - Metastatic Colo-Rectal Carcinoma

PRL.!.CIAL I' Sr. c R'S): David J. Perry, M.D.

ASSOCIATE INVESTIGATORW(S):

FAcILITY: lVfC DEPT/SVC: Hematology/ Oncology - Dept.OF med

Accumu'.AT fVz E DCASE Cosr. ACCUIULAT rv: Co:;TRACT COST: ACCUMULATIVE SUPPLY COST:

00 1 00 00
FY-83 FECMSE: CO(NTRACT COST: SUPLY COST: DATE OF Cc ".IITEE APPROVAL 0

00 OC"- 00 k"uaiL PRo-2ss REPcRr FEB 2 5 'pq-

STUOY 03J=CT[VE: To investigate therapeutic efficacy of Mof-Streptozotocin
in Advanced measurable Colo-Rectal Carcinoma.

TEC;v,, kRACH: 5-Fouorouracil 300mg/m2//IV daily for 5 consecutive days, begin-
nling on day 1. Repeat every 35 days. Methyl CCNU 30mg/m2 po daily for 5 consect-
ive days beginning on day 2. Repeat every 72 days. Vincristine lmg/IV push dayl,(be-

PROGR--; DjT!hG FY-82: Protocol Closed ,10/81. 53 patients entered, 50 evaluable low)

5 patients alive, 48 patients dead.

.:U.2E_ OF SU3J._C1S STUDID:

FY-82: 0 ToTL. (TO DAT2): 53 BEFORE CC,:.LETC;: O STUDY: 53

S;RIouS/UN-XPECTED Sl.jO EFFECTS IN S.3JECTS FSA. O.,T*G It PPZjsCT(IF " S. STATE):
NONE

CO:mu-LU3:s: 2/50 (4%) CR, 9/50 (18%) PR CR+ PR = 22%. Of 40 patients previously
untreated with chemotherapy .10/40 (25&) responded. Median duration PR 122 days
(42 -490) CR 169 +466 days. Median survival responders 424 days., non-responders
141 days(P=0.03,,log rank ,moderately severe toxicity. About the same response
rate and more toxic than 5FU alone. Need ranF'domized study to better assess
efficacy.

PUSLICATIONS C A.R3TRACTS, FY-82:

Submitted for publication to Journal of Clinical Oncologv

Funds needed for reprints. 250.OQ

Technical Approach: (continued) repeat every 35 days. Strepto-
zotocin 500 mg/m2 IV weekly beginning on day i. Two complete courses
should be given to fully evaluate efficacy of regimen. If there is
progression of measurable disease after 2 courses or any time there-
after, the patient is removed from protocol and followed for survival
information.
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DAT: 10/2/82 . UJ' T .: 1679 _ ,__F X X

STARTI:.G DATE: 10-79 D,,_ cF C01LEtETIM: 10-81
KEY ');O-S: Melanoma_. Colon and Gastric Cancer

TiTLE cF PROJ;CT: WRANIC :# 7907 - Use of Methyl CCNU in the Treatment of

Melanoma, Colon , and Gastric Cancer

Pnc,':c,?.L Ih .Sr[ AT.CR.'s,. Raymond B. Weiss, M.D.

ASSCCIATE INVESTIGATOQ(S):
FACILITY: V-,A'1 C DEPr/Sc: .Ae .... -I--

------------ J  -"-- -
AcuCL7CATfiv= rUJCi~ COST: F ACUM;ULATV= Cr- TRACT COST: ACCV' ULA'TIVE SUFPLY COiST'

00 J 00 00
FY-83 i RAE CON6Pd.Cr Ccnr: SUPPL OST: DAE C= Cc:.'IVTEE O' Q.:u_ _IuAL PRO-'3RESS REPC FEB 2 5 1983

STUDY 03JECTIVE:The Nitrosoureas CBCNI, CCN,Methyl CCNU) are a group of ration-
afly synthesized anticancer agents. their mechanism of action is unknown
althnigh they pn ron hic1oofc propexties of alkylating a.,ents. (See below.)

T£C'uc;L P~'POcH: Methyl CCNU CSemustine): 200 mg/m2 po every 6-8 weeks.

PRO$,-3s DURii:G FH-82: To date 6 patients have been entered. 3 have expired
and 3 still have stable disease. Protocol was closed 10/81.

t:J,. .ER OF SU3J.CIS STUD,.D:

F-82: 0 TOTAL (TO DATE): 6 BEFOR CC.',tLETic: r. STUnYl._dI..

S-.RcUS/UNVxPECTED SIDE EFFECTS IlN SU3J-CTS PRTICIP,\wI".G IN F,-0Js.CT(IF ;:D:I-: SO STATEC):

NONE
CO:';CLUS ro"Is: Methyl CCNU has some efficacy in patients previously refrac-

tory to other agents.

PUBLICATIO,'1S O.. ABSTRACTS, FY-S2:
NONE

Study Objective: (continued) they have high lipid solubility

and are known to cross the blood-brain barrier. They are highly
active cytotoxic agents in a number of animal tumor systems.
Clinical studies with MIethyl CCNU have been ongoing since 1971,

Methyl CCNU has shown activity as a single agent in the treatment
Melanoma. Minimal activity in colon and gastric cancer, has been
seen with MIethyl CCNU as a single agent, but in combination with

3-FU some trials reported the efficacy is increased.
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DAT-: 10-2/821 R T T .: 1680 SrATU S trz.I r ,. FiU:. X

STARit'Dr TE: 10-79 , D CF COITI:... .

Ksyj- Islet Cell Carcinoma of the ]p jzas and Metastatic Carcinoid.

TITLE CF PROJCT: MRAw4C # 7908 Use of Streptozotocin in the treatment of

metastatic Islet cell Carcin oma of the pancreas and -metastatic carcinoid.

PRICPA..L IRa'uICT '.S: .RynnA R 'T- M.D.

AsscC(AE 1CVEsrrGAr:T-fs):

FACILITY: -j'' DEPr/Svc: Hematology/ Onco&ogy -Dept. Of med.

ACCL'ULAT[2 iKCCA~z Ccs [ [AcciU'.%uAfLvz CC:;TPACT COST: A cuJr v S:?L s:

no 00 00
FY-83 "E.CASE: CONiTRACT COST: SUPLY COST: DATE 0- CC.v"irEE : ' 0.

00 pon kJRUkL Po:R-SS PRT FE r.
...............................................................................................

STUDY O3JECTIVE: Streptozotocin has shown a great degree of effectiveness in met-
astatic Islet Cell carcinoma of the Pancreas and metastatic carcinoid. Clinical

-EE below.
Ct PP H: Streptozotocin is available for intravenous qdrainistration only.

Both a five day intensive course regimen and a weekly regi-men have bean widelv
emploved using this _drug, wit iLrL. avor _ven to a achedule of 59Dng/m2 IV over

PpcOS s D-,u. FY-"2: Four patients were listed on this study. All havedied while
on therapy. no furtherpatiens have been entered. This is a finalized report.

,LW" _R -F S:J3JmCrS STUDiED:

FY-8' 2: .... TOTAL (TO DATE): BEFORE CC:.",LETiO': 0C7 STUD:!-Clued

S-ICL-'U,8E>PECT-D S:,z- EFFECTS INl S'3JCTS P;,:.rICIP,',rIG IN P3,'ECT(HF I;:E SO STATE):

Significant neausea in all pateints. One patient d&.veloped severe
COCtuS. _O;: T musositis.

NONE

PULECATIOMS 01 ,ASTRACTS, F-32:
NONE

Study Objective: (continued) responses have been reported in
patients with malignant islet cell tumors. Streptozotocin yields
an overall response rate of approximately 70%. Even if an
objective response does not occur.

Technical Approach: (continued) Bolus dao;u x 5 everu 6 weals/
The weekly schedule has usually been 1 mg/m2 x 4 weeks.
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DISPOSITION FORM
For js of this form. we AM 340-15. he proponent apncV is TAGO,

REFERENCE OR OFFICE SYMUOL SUBJECT

HSHL-XH WRAMC :7903 Protocol .i1680

TO Dr Timothy M. Boehm FPOM Raymond B. Weiss OATE 8 Oct 82 CMT1

Chief, Dept of Clin Inv Med/Onc

WRAMC Protocol 47908 was a "convenience" protocol for use of the drug
strepozocin which was one of the group C drugs supplied by the NCI. This
drug has now been approved by the FDA for marketing and thus there is no
longer any need for a protocol #7908 is now officially closed.

RAIONDB.WEISS
Chief
Section of Medical Oncology

Title of Protocol: WRAMC #7908, Use of Streptozotocin in the

Treatment of Metastatic Islet Cell Carcinoma

(Group C Drug).

i-I
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DATE: 1 0- 2 - 8 2  I . ISIT,,O. 1681 ST,ATUS: !,T .. ".. X

STARTI:.J DATE: 10-79 0,E ' C PLr-TIO: 10-81

KEY Uapis: Leukemia in Adults and Children

TITLE CF PROJECT: WRAMC # 7909 - Use. of Danuomycin in tfre treatment of ALL, AML,
a;i other Leukemias in Adults and children.

PRI 'C!?AL I!&,,JTCATOR(S): Howard Terebelo. M.D.

AssCC!ATE IMVEST [ATO.(S): Raymond B. Weis. M.D. Chief Medical Oncology

FACILITY: I'r  Dpr/S;-.ematology/Oncology- Dept. Of Med.

Accu-'0..ATIVE 'MDCASE COST: ACCUN*I-'AT cVE Cr,:;TRACT COST: ACCUC"ULATIVE SV- OLY COST:
00 00

FY-83 EfCCASE: CONTRACT COST: SUPLY COST: DArE OF Cr-"',:r. . Pf '.AL 0z
.-O-. - n OO __ iL R,?:%ss P._PcRr F.E2 ~

- -------- ---------------------------------------------------
STUDY O3JECTIVE: Danuomycin is known by several other names. For information purposes

they include Danuorubicine, Rubidomycin, C, Cerutidine and NSC 82151.

TEC Hi ,VL APPROACH; the currently recommended dosage of Banuomycin when it is used as
a single agent is 60mg/-m2 day 1 IV for theee Days. the courxe is usually repeated at
intervals of thxee Q six weks. depending on the status of bone marrow and periphera
Romiss Du:;r3 FY-82: (counts.. [ prog: 6 patients entered in 1980-81 - 4 died/
1 patient is too early: 1 patient is alive with M2 marrow (Partial Response).
Study losed lQ/81.Prior to it's closure, a total of 6 pts. were entered. to date all

-- ,..,'_- -- -[expired)
NIER OF SU-U:CTS STUDIo: [ this is a finalized report.

FY-82: 0 TOTAL (TO DATE): 6 BEFOP CC!.:'?LETiC" 0.7 STUDY: closed

SERPIOusA, isx.CTED SIDE EFFECTS In SU3JECTS PARTCIP,'j?.IG Irl Pi3jjCT(I: ;%-.: S STATE):
NONE

CONCLUSIONS: This agent DNR is of proven efficacy for Acute Leukemia. It provides
availability in those patents refusing or ineligible for CALGB studies.

PUBLICATIO'NS OR ABSTRACTS, FY-82:

NONE
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DATE: lO-2-82 j UIAT 3.: 1682 Rsrrjsi I,%T1RII F

STNRTIG DATE: 10-79 CTE cF COV'LETION:

KEY ;-.,is: Acute Granulocytic Leukemia in. Adults and Children

TITLE CF PROJECT: WRAMC # 7910- Use of 5 azacytidine in the treatment of
Acute Graunlocytic Leukemia in Adults and Children.

PPRICEAL IrTA.0rro ): Raymond B. Weiss. M.d.

ASSOCIATE IMiVESTICATOR(S):

FACILITY: ,"C DEPT/Svc: Hematology/ Oncology -Dept.Of Med.

ACCUL;VATIv-=EIE'DCASE COST: ACLcu--t.4-AT vE CC::TRACT COST: ACCLLMULAT I'VE SUPPLY COST:

FY-83 VEDUSE: CONTnACT COST: SUPPLY COST: PATE OF Cc:'1iiTTE. WPRO Or-Qflg_ nn on ANNUAL PROR-SS REPORT _________,___

-------------- - --- -- ----------- --- ----- - --

STUDY 0SJECTEVE: At tis point in time , 5-azacytidine has demonstrated clinical
effectiveness for tha. induction of remission in Acute Granulocytic Leukezia of
Adu-ltrz ..nd C- il -n . r *aV r-ractrtG - ,p to tF.. . , i i,{--T anm,a drugs.
TECHN;! A PPPROACH:J Response rates in solid tumors and other types of Leukemia have

See Rack; [not been great enough. to warrant the use of 5-Azacytidine. (below)

PRcOa-Ss Dur::G FY-4: No patients entered. Study remains open, but no further patients
have been entered. Both of the patients previously entered have expired.

UISR OF SUJECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 2 BEFORE COMPLETION. O STUDY:

SEP 1U 1N3-/-ECTED SI.DE EFFECTS IN SUSJ-CTS PAR.rCJP.,Th'G IN PROJ-CT(IF ;::;.z SO STATE):

NONE

CON:CLUSIONS: 5-Azacytidine is effective in 30% of Leukemia, no response documented
in 2 patients here. It remains an effective agent it should be available for
refractory patients.

PUBLICATIONS Oa ABSTRACTS, FY-82:

NONE

Techical Approach: (continued) 150-200 mg/m2/day intravenously
for 5 days as a rapid injection. This drug course can be repeated
every day 14-15 days, depending upon recovery from myelosuppres-
sion and the bone marrow findings.
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DATE. 10-2-82 1 IAW UNIT N0. 1683 = ST,'rUSi -INTRcIM -- Fi, X

STARTI:.G DATE: 10-79 DATE Cc COYK~ET IM 1 Q-82:

KEY VkP.JS: L-Asparaginase in treatment of Leukemia in Adults and Children

TITLE CF PRO,.tCT: WRANC # 7911 - Use of L- Asparaginase in the treatment of Acute
Lymphoblas tic Leukemia in Adults and Children

PRIN~CIPAL IE-ISTI.ATOR(S): Howard Thrahiln, Mfl

AssccEATE hMVESTIGATR(s): Raymond B.* Weiss,* MD.Chief of Medical Oncology

FACILITY: W. -1 DEPT/Svc:_& atlg/Qneolojv-DApt. Of Med.
-------- --- - ---- - - - --------- --------

-----------------------------------------------------

SruO -OZi-CrIVE: Erwina Cartovora Asparaginase is an antigenically non-cross re-
actieM Aparaginase.. It has activity, comparahle. to that of the E. Coli. preparation
in both animal tumor astaft- and ink bisan ALL. Compare wi~th- EColi Asparaginane its

TECKMCAL APPROACHL toxicity is qualitatively and quantitatively, the. same. Therefore
L this drug represents an alternative to E. Coli Asparaginase in

See below. [those situations where repeat coursed therapy are required or where

PRCG;3S BuRII:'3 Fy8qglergic reactions force the discontinuance of the h. Coli prep-

thRA~SE OF SU3JECTS STUIED:

FY-82: 0 TOTAL (TO DATE): 0 BEFOR.E CCO'LE-rion oc STu7,Y: Closed

SEP ICUS/UNEXPECTED SIDE EFFEcTs MN SJBj:CTS PARTICIPATING IM~ Pin0JZCT(IF SO: ST sATE):

NONE

CON:CLUS3IONS: NONE

PuBLICATIONS OR ABSTRACTS. FY-82:

NONE

Technical Approach: (continued) Intravenously 1,000 IU/m2 per day

x 10-20 days. Intramuscularly 6,000 IU/rn2 T.I.W. x 3 weeks (9 doses).

Progress During FY-82: No patients entered at WRAMC since this
protocol was opened. It was subsequently closed 10/81. This is a
finalized report.
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DATE: 10.2.82 1 VSW UNIT NO.: 1684 FTrs hfRl Fi,.. X

STARrtI.u DATe: Oct. 79 DATE OF CCLETI1: 10/82

KEY b;QoS: Ovarian Cancer
TiTLE CF PPO.LiCTr WRMC # 7912 - Use of Hexamehtylmelainine in the treatment
of Ovarian Cancer.

PRINCIPAL !,LvESTCC.ATRS): Raymond, B_ Weiqct- ?4l.

AssccEAXE IIMVESTtGATOR(S):

FACLTY: MEA9 DEPT/Svc: Hematology/ Oncolog - Sept. Of Med.
- -------- ----------- --- -----------------------

ACcump-~.ATNE rPEDCASE COST: kuoi.AATIW C!rACMT COST: CUthMULAT EVE SUPPLY COST-:

FY-83 iMED: CCWErqACT CmsT SLPPY COST: DATE OF CaX.9irrrEE_ APPROVAL 0OF
00 00 0a Atomi rpR0 Rsss REPORT 'EML915 19-2-3

STUOY i%,JECT1VE: Cancer of the- ovary is the. tiwr in whlchi EM has been shown
to have a definite antitumor activity.

T~H:~'L ?POAH:21 days (8mg/kg dayl on and 21 days off drug.

Pov DURirn' FY-82: Themrapy, should be stopped in the presence of severe leukopenia

(less than 2,000/mm3 ) or severe ehromo-cytopenia (less than 75,000/m3),
lin-47ing-CMf~g~tin hg rgo~r~jCj-dae JO8 .h 4a a finali,&d report.

t:wS3;, OF S'njciS STUDoLz:

FY-82.__0 70T.%_ (To DAr.D: 0 BEFoRE CC "SLF0.'' 0.7 STUOY: Closed

S:R( ,';/UXPCTED SID~E, cr Ii S!J3,=CTS P\RriCIPAT!G IM P?-zJ=CT(I' : ~SO STATE):
NONE

NONE
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DATE: 10/2182 I W N "T No.: j(R*; NT~TS ~IM X F L:i
STARTU.4 DATE: 10/79 DATE OF CCWLETIOM:
KEY ;pus: Small Cell Carcinoma Lung
TiATL. cF PCT: 7RAMC # 7913 - Use of VP-16 in the- Treatment of Small

Cell Carcinoma of the Lung.

PRI:CE.L hIMST-ATOR(S): Raymond B. Weiss,M.D.

ASSOCIATE INvESTIGATOR(S):

FACLITY: MRE DPT/Svc:Hematol°gy/ Oncology - Dept. Of Med.

kc,.A TivE MCASE COST: Accu-t.loTVE CO rR.Acr CosT: ACCUMUILATIVE SUPPLY COST:
00 1 0 -0

FY-83 'UME: CONTRACT COST: SUPPLY COST: DATE OF CW'.1'ITTEE APPRIvAL OF
00 00 00 kAi.. PPo:. i.ss REPoRr F ED

- - ------------------------------ ----------------
S;ZOY JECTIVE: VP-16-213 has produced partial eqpfras Fr

Treated patienswith a frequency ranging from 6 - o2 zn tno n small
cell reTnAhia of th. lun=. Althmigh t-h ,irr'nt rnympndatf on iS that its use-(below

ItCH.F.i4c A.PROACH: VP-16 213 should be administered intravenously over a 30-
minute period. Two dose schedules have been used successfully. 60mg/m2/day x 5 - (belo
eery 2-3 weeks or 125m/m2/dav 1.3.5. everv 4-5 weeks. The exact interval between

PRog-s Wumin, FY-82: 6 patients have been entered and all 6 have expired.

g-.i3ER OF SJ3JECTS STUD1E:

FY-82: 0 TOTAL (TO DAT): 6 BEFORPE CO.WET101 OF STUOY:_30

SERIOUS/Ut-.EECTED Si.x EFFECTS N SU3,J-CTS PA.TiCfP;,UIG pI PIOJ-Cr( IF r-O. SO STAT):

NONE

CO.Co~cLU31s: Inadequate number of entrtes for evaluation. Recommend protocol

be kept open for future patient entry.

PUBLCATiS w, AsSTRACTS. FY-82:

NONE

Study Objective: (continued) should be limited to patients refrac-
tory to "standard therapy" for this disease. Experimental data
suggest that the response rates produced in previously untreated
patients may be considerably higher.

Technical Approach: (continued) subsequent courses are modified
depending upon the time required from toxic manifestations.
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DATE: 10-2 82 I WhOL UMT No.: 1686 jS,,,s"__ INTRMYi F_,:___ x

START|I..G DATE: DATE OF CWq'.LETIO:I: 81

KEY tbUS: Hodgkin's disease- or NEC
TITLE CF PROJECT: WRAMC # 7915 - Prevention of Gonadal Damage in Women treated

with combination Chemptharapy for Hodgkin's Disease or NEC.

PRIMC'AL I-CiESTI-ATOR(S): Raymond B, Wess. M.D.

ASSccIATE InVESTIGATOR(S):

FACILITY: MIC DEPT/SyVc: Hematology/ Oncology- Dept. Of Med.

Ac..LAIVE M..ASE CosT: kw.AC _TiVE CO::TRACT CoST: AC"MULTIVE SUPPL Co':

FY-83 Vg" %SE: CONTRACT COST: SUPPLY COST: DATE OF CC"IITTEE APPROVAL OF
Qf... no On /NUM.. PROSRESS REPORT l'A 2

STUDY O3JECTIVE: To protect women from Ovarian failure 20 chemotherapy for
Hodgkin's Disease or non- HD .Lymphoma.

rCH;.CJ. PPROACH: Randomize to receive combined oral contraceptives or serve as
a control with no hormonal agents during chemotherapy.

PRORESS DBUING FY-82: Study closed. No patients entered. this is a Finalized
report.

M.MSER OF SIJJ--CTS StUDIED:

FY-82: 0 TOTAL (TO DATE): BEFORE COWLETION : STUOY:. _c sed

SER1OUSAkEXPECTED SI.DE EFFECTS IN SU3JECTS PARTICIPATIN.G IN PROJ-CT(IF ,NE SO STATE).

NONE

COCLUSIONS: Principal Investigator was reassigned. Study will no longer be con-

tinued here at W7RAMC.

PUBLICATIONS o ABSTRACTS, FY-82:
NONE
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DATE: 10-2082 I WOR II[ NO.: 1687 STATUS:' NTERIM X Fi:k.

STA.RTI.G DATE: 2/80 DATE OF CO'rLETION:

KEY ObS: Metl G for Read and Neck Carcinoma

TITLF CF PRQ,;CT: WRAMC # 8002 - Phase U evaluation of Methyl Glyoxal ,Bis-Guanyl
Hydrazone *Methyl -GAG) in advanced Esophageal Carcinoma Head and Neck.

PRV:C?1t. IW,ESTIGATOR(S): David Perry, M.D

ASSCC[ATE lt!VESTIGATOR(S): Raymond B. M-ess- M.D. Chief . Medical Oncology

FACILITY: 1I DEPT/SVC: w 10evOol_- - Dept.Of Mad.

kIXIUAT!vi PEDCASE COST: [ccurAIVE CaTRACr COST: IACCUMULATivEz SUPPLY COST:
00 00 00

FY-83 IEW&: CoarRC 6oCOST; SUPPtY COST: DA r O. Cct-'u rrEE D -PROVAL OF
-- 0 -----Q ANUP. PROSR-SS REPORT FEB 2 5 198

- -------- - ----------- ------------

STUDY 03-JECTIVE: To define the response rate and remission duration utlizing a
weekly shedule of Methyl-GAG in patients with. advanced Esophageal Carcinoma.

Hea rnA and r Mac *r r ,..,4
"

"[CuI..',J A .?PROACH: Methyo -G 500mg/m2, to be given as an intravenous infusion
in d5w or normal saline over no less than 30 minutes, into a freely running IV.

PeR:i D-i .im FY-82: 26 patients entered total. 9 during 82. Head and Neck C22-

evaluab le atiens) 2 2 CR, 8/22PR, CR+PR - 41% median duration of remissionC07 days meaian survival f30 day, oderal:Lly- severe nausea and vomi.ting and anemia,
4ER OF S1J3j--CrS STuDojDnimproved with. 82 week- schedule. Patients with lung cancer (2)

.[ an. esophageal cancer Cu di not respo d.

SERICUS/UMEXPECTED SIDE EFFECTS IN SU3J-CTS PARTICIPA;I! If Pn3JECT(IF ;i:z SO STATE):

NONE

COr-us"O;s: Methy-l G has activity, in head and neck cancer. The study is closed.

PUBLICATIONS OR A3STRACTs. FY-82: ?resented in ahstract form at Army - HRmatology -

Oncology meeting Feb. 82. Paper submitted for publication to Cancer Treatment Reports

Need $150.00 for reprints.



_? . _U n 2. I.' T ,, ,: 169 0 .. . j! u J ,£L- F r: _

~~.V, : PXTE: 4-80 (.C, - C~i , FTICI:

:; : : AyAdvnce4d In w ± CMaI_- _ __

T:rLr_ -7r F ,--CT:WRJMC # 8003 - Treatment Of Advanced Testicular Cancer
With VP16-213

P,7C-1 % .'r ATF!,): Raymnne R- Ugla-, D

As.-Tr.ccw I::v'srrc, rcz(s): H. Grant Taylor, M.D.

FACIL,-Y: X r  DEPTr/Svc: Hematalogy/Oncology -Dept. Of Med.

U:-'AT[': . COST: ACC~t.ATCV. CC:;TRACT COaT: .CC,,ULATIVE SJPPLY COST:

0 --- 0 ____hI___ __(I*__ _I

Ff-33 V S E: Co:r-;' CT COST: SutY COST: DATE O" C¢:" iITFE PPRC;'t. F 5
*fl ti hNNUA. PPIqO=ESS RPORT ~578

--------------------------------------------------- -----------------------------
STU:Y i3J-CTI,'-: Evaluate activity of Combo/Chemotherapy in RX of Advanced

non-seminmats germ cell neoplaamas.

Cytoxan, Velban, Actino-D, Bleo, DDP, VP-16, VCR,

IV q 6 weeks.

__ __ - ,' F-: 24 patients entered on study, one of whoi. was a protocol

violation. All patients have achieved a partial response. Tere are 11 complete
-respondaraz. 6 of .*.nm reUIrA sizgae.after response to~n eftn--tharhe - (b e .0w)

R - In I.TAL (To DA.Z); . 'FORF CO:.,-LET:C: 0' SruY': 50

I,. ..... . S . EFFECTS [rl S'Ji-3 CT3 P,. IZiP. : P Pi .-- T(IF : S. STATE):

NONE

Too early for conclusions.

1J,_.CA, IO:NS C! ASSTPACTS. FY-82:

NONE

Progress during FY-82 continued: been 2 deaths in patients with
advanced disease.
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JDArl0- 2- 82 WW UT NO.: 161STAtUS: 1INt~rn Fw qi

STARTR:Z DTE:U8n WAE OF COMIC01IO 10-A?

KEY lbRDS: Monocyte, Sarcoidosis
Tin.E a~ Prno.cr:

WRAHC #8004 Monocyte Function in Periphera~l Blood and Bone
Marrow in Patients with Sarcoidosis

PRsrca. I~JSTICGAfOR(s): LTC., H. Grant Taylor, M.D.

Ass~ciATE Iwev~wAT(s): Raymond B. Weiss- M.D.-

FACILITY: 69AKC D&pr/Svc: HemiOnc. Dept. of Med.

Ac~artxmm ?PI3CA2& COST: cU1PA( CcaTRAT COST: kCLIWtJATLV-5 SUPPLY CWr:

00 00 -Io
Fy435 IEWCAS: CONTRACT COST: SO-PLY COST: DATE OF C(Y4'ITTEa I4ppiWvAL Or-

00 bwrnws PitcrSSs REP'OR EELIL1Wa

SrXw 03ECrj,Ej. Demonstrate methods of evaluating peripheral blood monocyte, activation.
2. Demonstrate relationship between BM phagocytosis and monocyte function.

-M0*4iVJ.. AP0PRO-A01: Numerical evaluation of phagocytic activity in bone marrow aspirates
to be correlated with Mitogen transformation potention of peripheral blood monocytes.

PR=o-ss Du-irr FY-82:
No further patients have been entered. Study has been closed to patient entry 10-81.

r:U915E.1 OF S~jEJCTS STuDtED:

FY-829 0 TOTAL (TO DATE): 5 BEFORE CVPLTMN OFOSTU,,,Cloed

SERICZ;jSIUo:EXP'ECTEo Sm=s EFFECTSr SUME3JCTS PARTCIAI! icn1 PSRCJECT( IF 0-3!- SO STATS):

None___________________

CO':L'3[.15;etechiiIc-lan involved inassessing monocyte acti-vation was transferred to
another area and no data was gathered on monocyte. activation. A retrospective

review was made of bone marrow specimens performed on patients with sarcoidosis. Bone
marrow phagocytic activity is increased in some patients with early stage disease.

PUsLICANI0NS OR AsSTRACTS, FY-82:
Bone Harrow Phagocytosis in Sarcoidosis. Arch. Intern. Med. 142:479:1982
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DATE: 10/2/821 VO UPT Nto.: S?1692 INTrERM X Fi;

STARTi;. DArE: April , 1980 DTE o.? CcLETIOe:

KEY lbRas: Sodium Salt of Allopurinol to Control Hyperuricemia.
TITLE CF PRoxzCT: WIUMC:# 8005 - Use of Sodium Salt of Allopurinol to control

Hypericemia in patients with no therapeutic Alternative. (Burroughs Wellcome
Protocol No. 78-099),

PRF.P:C.:,XL I.I-",STIGATQR'S) : jaman Wi t gn : MA.T- srC

ASSCcIATE 1I VESTIGATO.(S): &a0mnd B. Weiss.M.D. Chief, Medical Oncology Service

FACILITY: VP,. "C I DEPT/SVc: Rematologvl Oncologv - Dept. Of Mad.

Ac=c.%A,rivE PEECASE COST: Acc-I.:tI0axrV. Cc.,mRAcr COST: ACC~k";3JLATIVE SPiLY C05-:
00 00 00

FY-83 OWflE: _______AC COST:_ ____CS:_AE__CcmrrEApi0NNUL PRo.-s REPORT Fkj':2 5 1983

SrU0 Y03JECTIVE: Determi.e efficacy of Sodium Salt of Allopurinol in the RX of
Hyperuricemia patient 's for whom Allopurinol is required and for whom oral

" CH*. i VL , -'PROACi :

IV Allopurinol 40-15Qmg/m2 every 8 hrs.

Po ?s"' D-!o FY-2: Three patients entered on study. Drug was effective in
three patients.

",-S 1 ,-- SU3J.CTS STu'oi;,m:

FY-82: 2 TOTAL (rO DATE): __. BEFORE CC!,PLETIO,,; 0.: Sru.DY:

SERICUJ/U;-1EX CTED Si.o- EFFECTS IN S-J3j-CTS P',!TjCIP,'rIs! irl POJECr(lF i.": SO STATE):

No serioug/ unexpected side effects.

CO~Co::ISo:: A treatment protocol to make availabel an investigational drug.
the use of the drug was effective in all cases.

PUSL!CATIO;IS o ABSTPACTS. FY-82:

NONE
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DA~- 10/2/84 WW VT NO.- 1693 TATUS' !TRIDI _ F, .

STAIRT1r1 DATE: 5/80 DATE OFC LETION:

KEy bRS: Oral Candidfasis Prophlaxil

TjTLE CF PRWECT: WRAMC:# 8006 - Clotrimazole Prophylaxis of Oral Candidiasis.

PNRINCI.AL wF.STIGATOR(S): James Wilann- MAT. M5(C

ASSOCIATE I^IVESTIGATOR(S): Ravipnd K. WeSsm, M.D. LLef - "jed:,cal Oncology

FACILITY: M- I DEPT/SVC: iTan , nnlo - n =. gdi
Accu,"mIAniV' PEW COST: kctoa t COwhTMT COST: kACjLLATiVc- SUPPLY Cos-r

oQ d a . I Oa

FY-83 iffj&: CONTRACT COST: SIPP. COST: DATE OF COMMITTE APPW. Or-
00 OOa _m Pw-,c'a-ss timr Ef

STUOY 13JECTIVE: 1. Determine the efficacy of Clotrimazole as a prophylactic RX

for oral Candidiasis.

1rocI . iv oPPRoACH: Double Blind study: Clotrimazble troches lOig vs. placebo

troches.

PR0osEs DLu- FY-S2: 13 patients entered on study to date. and I in 82.

1X4SE OF SU3j:-CTS STUDIED:

FY-82: 1 ToT,- (TO DATE): 14 BEFORE C,,P.ETIMO, W STUDY: 50

SERIOUs/,JcEXPECTED SI-DE EFFECTS Il SU3J-CTS PA.,TICIPATIC!G II PROJECT(IF VaONE SO STATE):
NONE

COM:CLUSIONS: Too few patients entered to date to evaluate results. Also, code
not broken on drug identity. Another protocol had higher priority for these
patients. Expect to resume protocol 9/1/82

PUSLICATIO,4S O. ABSTRACTS, FY-82:

NONE
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DATE: 10/2/82 'd -IW NT NO.. 1694 STATUS:' NrETRN X Fri:AI-

STAR TI. DATE: 5/80- DATE OF COPLETtON:

KEY Vkvs: Oral Candidiasisi Treatment Clotrigazole
TiTLE CF PPoJEcr: WRAMC:# 8008 -Treatment of Oral Candidiaaia with- ClotTiakwole.

PRIMWAL~i. IHNVESTIGATOR(S): James Wilson. IIAJ. MSC

AssOCiATE 1vEsmIaTOm(s): 8~ Woafaev 1A.D -CLUZ~ MAef,.c.1 QAne-nlinw q&

FACIITY:iR~CDEpT/Svc: Hmtology/ ONCOLOGY _ Depte Of MED.

AcwVUTivE PEDCASE COST: AkwmATIV CON4TRACT COST: AcCiAiATivE SuPPLY CoST:

00Qoo 00
FY-83 FVCSE: CONTRACT COST: SUPPLY COST: DATE OF CCMT~TUEE Appito'jr 5 93

00 00 ~ j~j PROGR=-ss REPORT ______5_1983

----- --------------------------------- =--------------- --- - ---

STUDY 03~J;CTIVE: Determine efficacy of Clotrimazole in the treatment of Oropharyngeal
Candidias is .

IEcHwii-v.L. kPpoAH: Clotrimazole troches l0mgm 5 x day/ 14 days

Aporgss Du~v.I~ FY-82: Four patients entered in FY-82 . Three successfully treated
One patient withdrew on day two of study., due to Physician pressure, not to part-
I epAte in unknown research. Data- collection incomplete on 1 patient.

tft&Sai OF S&BJECTS STUDI ED:

FY-82: 4 TOTAL. (TO DATE): 4 BEFORE CCanotETboN OF Sruzay: 50

&--:-~sEUifEXECTED SloE EFFECTS IN SU3J=-CTS PARTICIPATIIG In PRO~JEcTO IONE SO STATE):
NONE

CO~WJIOS:Too few patients entered to date. to evaluate results.

PUBICAIONS aa ABSTRACTs. FY-82:

NONE

220



DATE: 10/2/82 -&WItib (Ig.: STATus. ftTLnI4Y- F irtAL.

START!: DATE: 5/8o DATE OF COy'PLETIO1:

KEY Ibus: Oral Candidiasis Fail~ure- Clotrimazole. Studyr.
TITLE CF PROrz-CT: WRAMC:# 8007 - Clotrl- aole treatment of Oral Candidiasis
in patients who fail the Clotrimazole Prophylaxis Study.

PnIcRUMAL Ifr/ESTIGATOR(S): James. Wilson, MAJ, MSC

ASSaCtATE IVVESTIGATORi(S): ISTUond B.. VeIsa. ltD. CTh{af Onnn.pgnt Madp.ez

FACILITY: MEP~ DEPT/Svc: HLf=0.Yn t.Q MA

___________ -Amc __________ COST: oR~sRE~ EL ia

SrU1oY 03JECTIVE : !valuate. efficacy, of Clotrinazole RX of O .ral Candidiaia in
patients who fail Cia trimnazole. prophrlaxis. study,.

nC.N;L c'.AI:Clotrimazole troches 10mg 5x da/14 days.

Pcw~ss Dj.LwieG FY-82: 3 patients were entered in FY 81 .No patients entered
for 82

NUMSE. OF SUJ3J7ECTS STUD IED:

FY-82: 0 TOTAL (TO DATE): 3 BEFORE CUPL.ETraoII OF Sru: 50

SERICUS/U.,rxPECTEo SI-DE5 EFFECTS IN Suj3j--crS PARTICIPATI(IG IN PROJECT( IF ilON SO STATE):
NONE

CC';Js[O'lS Too few patients entered to date to evaluate.

PUBLICATION4S Oi ABSTRACTS, FY-82:

NONE
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DATE: 10/2/82 NO .9 NIT NO.: 1696 ISTATUS: [UTER1II FI r,L X

STARMTI, DATE: 8/80 DATE OF COWLETION: 10/8.5

LcT VTbE s: Fertility and Sexual Function Study edefc
TTLE CF PROJECT: WtMC # 8009: Evaluation Of Fertility and Sexual function

in misn with non-lymphomatuw malignancie , non-maliguant chronic Illness
and normal health.

PRINCIPAL It1ESTIGTOR(S): Raymond B. ",is: M.D.

ASSOCIATE: INVEsTMAMR(s):

FACILITY: JAML I DEPT/Svc:Hematolo y/Oncology - Dept. Of Med.
------- -- - ------------ ---

kcLMrIuTVE WDCA ST r: ACUIVLATIVE CMITRACr COST: Ak:umuATfvs- SuPq..y COST:
00i

FY-83 PEDCASE: CONTACT COST: SUPPLY COST: DATE OF Cat..'IITTEE APPROIAL OF
.o.. O M). n A tv PRomRSS REPORT -EF ; 2 .5

STUY 0SJECTIE: Determine presence o absence of sexual fertlity

disfunction in men wLth untreated H.D.

1Tc *.IcL APPROACH: Semen analysis prior to 11CG stimulation testing.

PROGREs WRI Gt FY-82: Study was closed 10/81 . No patients were ever
entered on this study. this is a finalized report.

l/',3.R OF S'BJECTS STUo:1.:

FY-82: 0 ToTAL (To .ATa): 0 BEFORE CU,1PLETIM O - STUDY: Ci.osed

SEIOUS/U PECTEO SIDE EFFECTS IN &UWCTS PARTICIPArIfIG IN PnOJECT(IF r S.'o4 so STATE):

NONE

Co:ICLU3 rWtIs:

None

PUSLCaTo-S oR ABSTRACTS. FY-82:
NONE
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DATE: 10/ 2/ 82 iW "T _NO.: 16 7 STATus" INTErLJI F
STA.qRTI' DArE: 11/1/8] D;,TE OF .tETION:

KEY IObRDS: Hiaolytt Angmwnln 1n hR-inira
TITLE CF PPOJ.1CT: WRAMC: # 1697 - the. Mechanism of Hemolytic Anemia be-fore.

and after a Marathon Run

PRnIPAcLz. IfrJESTIGATOR(S): Louist F. Dieh4,M.3).
ASSOCIATE Tt-vgsrrcno(s): Ray mond B. 'Weis,&, H.D. Chief Of Medical Oncology
FACtUTYW: U'WE- DEPT/Svc:-R_,,..,.,--/ ,.__,_ ,., ., ,.

---------------------------------

kc6,n .Tivt*-) AZE COST: / oA.p TtvE COc-.TR T COST: / wAC(: ~T ivE SPPLY COST:I 00 00
FY-8 VF:AS: CaNTRACT COST: SUPPLY COST: D ATE OF Car ,IIt;,EE APPwOiJF

00 OO - on- 11M PRo-R--ss RePot ?F 2 5 1983

Sruoy Q3JECTIVE: study will determone the presence, degree and etiology of the
low hetoEiit seen in long distance runners.

TECHaflC.; A 'PRO.c: zthe presence and degree of anemia will be determined by measuring
the HB, BILl, LDW, heptoglohi.l and ex= free. bhoglobin in long distance runners.
during a marathon, h etl. ed by ... 1mg th- 1nm-bram for missing
PROr..ss Duiar, FY-92: or abnormal proteins.
This study was completed on the first 8 subjects.

tikkISER OF SU3J--CTS STUDIED:

FY-82: ToTAL (TO DATE): q BEFORE COWLET1.,; 0,F STU.3Y .

SEPLOUi/UNEpkECTED SIDE EFFECTS iNl S'I3JECS PARTICIP'rImG IN PPOJECT(IF :- SO STATE):

NONE

CONCLSJI O.S:

PUBLICATIONS O. ABSTRACTS, FY-82:

NONE
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DISPOSITION FORM
P..see of this form. we. At 30-3 the propseou uge4Iso TAOCEMN.

C, Clin Invest Svc c10 De 1982

1. Maj Rinke requested to know why we have not closed the study after the
completion of 8 subjects (WRAMC # 1697 - Hemolytic Anemia in Marathon Runners)
The reason the study has remained open is related to the findings in the first
eight subjects. It was found that there is a decrease in band 4.1 of the RBC
membrane. Since ye are investigating the cause of RIC destruction and since this
band has been inplicated in RBC membrane stability, it is correl-.ated. We are now
investigating the reproducibility of this phenomen in the test tube. Because the
laboratory porti ion of the study is still ongoing, we have elected to continue
the study.

ouis F. Diehl, MD
MAJ, MC
Hematology-Oncology Service
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SI-

DAT-: 10/ 2/82 V W T nO.: 1699 'STAfTUS: INTERIM X FI vuL

STARTI. DATE: 9/80 DATE OF COVLETION:

KEY 1bn S: Delta- 9- Tetralhd ocannahinol .fOx_ aulea ani vami-ing by ati an oplastic

TITLE CF PAOJ;CT: TLWAMC:# 8010 - The use of Delta-9-TetrahLydrocannabinol fo CIe2-.

and Vomiting induced by Antineoplastic Chemotherapy.

PRIt:C1?AL h -FSTI ATOR(S): James Wilson, MAJ. MSC

ASSOC[ATE 1tvEsTtGATR(s): Raymond B.Weiss, M.D. Chief ,Medical Oncology Ser.

FACILITY: IJM DiEPT/Svc:

FY-83 F;WJ&: CONITRAC COST: SUPPLY COST: DATE OF C(-1.4t7TEE AiPPROVAL OF

00 00 kuAJ. PPR0--ss REPORT EEL25_13

STUDY O3JraE" oTE eValuate efficacy of THC in control of nausea and vomftting
induced by an~oplastic chemotherapy.

Administration of oral capsules of Delta-9 - Te.trakydrocannabinol

as supplied by the National Cancer In-tituite under Class "C" guideline.

pkmsRs Duerr. FY- not effective cl-niMcally in any patients to date(preliaminary

observation ). All data not reviewed to date. 2 patients atelled.

tHUsia OF SU3,JECTS STUDIED:

FY-2: 2 TOTA. (TO DATE): 2 BEFORE CAWF.LETI[O OF STUDY: &pen study

SERIOUS/UEXPECTED SDE EFFECTS IN SU3J=-CTS PXRTICIPATIHG iN PROJET(IF RX-E SO STATE):
NONE

COX'cLusI3S: Too few patients entered to date. Oral dose in protocol may be too
low to acheive desired antimetic effects.

PusucATios OR AssmACTs, FY-82:

NONE
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DATE: 10-2-82 1I( UNT NO.: 1600-81 iITT: INTERIM x F i,:x._

STARTIM DATE: 1/81 DATE OF CO*LETO__:

KEY ;Nb.s: Adjuvant C oteirapmt -Mad and Neca k

TITLE CF PROJECT: WRAMC # 8102 - Adjuvant chemotherapy following Surgery and /or
Radiation for Stage 111 and IV head and Neck Cancer.

PNI cAL IFV.STICTOR(S): David J. Perry. MD,

ASSCIATE INVESTIGATOR(S): Raymond B. Wess, , M;D. Cb4ief Ue dca1 OncOogY

FACILITY: IR"rC DEPT/Svc:

ACcuU,.ATIVE PEDCAE COST: ACCU LATVL E CONITRACT COST: ACCUMULATIVE SUPPLY COST:
00 00* 00

FY-83 iE8S: CONTRcT COST: SUPLY COST: DATE oF CCP .IirEE APROv .- 251
-

n  00 IANJAL PROGRESS REPORT U 2 5 1983

--- ------------- ---------- ---------------- - - - -

STjOY 03JECTIVE: Too evaluate activity of combination chemotherapy in locall advanced
Head and Neck Cancer. To define y jgb yft6,Xidit1, on and resectability
cri. tbif n f"~ p~nar with Stage fi an _ ~ ~~tUcr.

IMCHi-iC. APROACH: Vinblastine 4.Omg/m2 IV day 1, Bleomycin l5uim day 1, Cisplatin
60mg/m2 IV day 8 g2ldays x 4 course 1 month after achieving complete remission from
S.&ry nd / or radiation.

PROEss DiJRuiG FY-82: If in complete remission following surgery and radiation
combination Chemo. (Velban , Bleo, And Cis-Plat) g 21 days for 4 cycles.

MluWSE.1 OF Su3JaCTS STUDIED:

FY-82: TOTAL (TO DATE): 1 BEFORE- CO:,+-LET!O.4 OF S"J3Y. soed

StRIOUS/UtaXPcTED SI-DE EFFECTS If SUIJECTS PARTCIPAInMG IN PROJECTO(IF N3 SO STATs):

NOne.
CONJSIOS: Lentry in 11 months. Study is closed due to poor accural.

PuB .1c ATos OR ABSTRACTS. FY-82:

NOne
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DATE: 10-2-82 I UN IIT NO.: 1601-81 STATUS: INTERIM X Fi:. .AL

STARTI:.G DATE: 1/81 DATE OF COlfLETION:

KEY U1ops: Chemotherapy Squamous Cell Carcinoma of Read and Neck
TITLE CF PPOJiECT:WRAMC # 8101 - Induction Chemotherapy, Surgery, Radiation and

Subsequent Adjuvant Chemotherapy for stage 111 and IV Squamous Cell Carcinoma
of thp HI d and Meek-

PICEPAL INVEST[CATORWS: naldd- p, z,-A MD_

ASSOCIATE ItwESTIGAToR(S): Raymond R. Weiss, M.D. ChW., Oncology Service
FACILITY: r i DEPT/Svc: pE5l .L M------- v= --~c - o--- IA .'' O''TOT"-- .-:-; ;-------------------°- -- -------
kcCUMPLAT.rIVE DCASE COST: AccuItAATivE CON;TRACT COST: AccuZ-Iu1ATivE SJYCos-,:

FY-83 FE'CSE: CONTRACT COST: SUJPPLY COST: AT F CO-1,ITI-EE fe olOVL OF_
--.-00- on on :.NNUM.PROGRE-SS REPORT !EB 18

STjoY 03JECTIVE: To evaluate activity of combination chemotherapy regimens in locally
unresectable or advanced head and neck cancer. To define eligibility, toxtcity,res-
po &. ilitP te in. fat- pa,..tients vidt Stage 1 i --d IV : azdd W Neck Cancer

TECHNL E *_ ZZPP O.7H
....C Medium dose MTX and 5u intil partial or complete response follow-

ed by surgery or radiation at week 8- 4 wks, later, combination chemotherapy(Velban,
Blewo and Cis-PLATgq 21 da- for 4 lrAt,

PROSRE-s DJRIrNG FY-82: 7 patients were entered to date. 1 Had Lymphoma on final path.,
5/6 have responded to therapy. Study to remain open to Accuralof total 30 pts.

,U,39AR OF SU3JECTS STUMnE:

FY-82: 3 TOTAL (To DATE): 7 BEFORE COWL.ETIO, OFF STUDY: _

SERIOUS/MNEXPECTED SIwE EFFECTS IN SU3J---CTS PARTICIPATI,G IN PROJECT(IF i:NIE SO STATE):

NONE
Ca .clus rO;s:

Only 5 patinets from which. to generate data. Not enough information to
Make concluston as yet.

PUBLICATIONS o.a ABSTRACTS. FY-82:

NONE
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DATE: 10/2/82 % k INT No. " , ST'rus" ]NER b F ,t. sA.

STARTI:.G DATe: July 1981 DATE OF CO.. ETION: Ji 1 984

KEY obRDS: Bone Marrow Granulocytes Disorders
TITLE CF PROJECT: RAMC: Regulation of Granulopoesis in Vitro-Incorporation of
"C-Glusocamine in ormal human bone marrow, granulocytes with patients serTL
with primary and iRecondary B.M. granu1 otytA disorders.

PRIr:C IPL leSTI.GTOR(S,: Howard Terebelo, M.D.

ASSOCATE !tNESTIGATOR(S):

FACILITY: MVPEC DFPT/Svc: Hematology/ Oncology- Dept. Of Med.
--------------- -- ------- --- -------- --- ------------

,AcCW-I.ATIv P DCASE COST: Accuo....AT[VE CO:h-RACT COST: ACCU, J..ATi" SuPPLY CaST:

00 00
FY-83 i'EDCASE: CONT.ACT COST: SMP-Y COST: DATE OF Co*.'inTEE A pPmAL OF

00 o 0. A . PROGR-SS REPORT EERajLo

ST,'Y '3JECTVE: 1. Purification of stimiulators and inhlbltors that are. res-
ponsible for the regulation of Granulopoesis. 2. to study the rate of Bone
maW rarmi~y~n~utnat n !rfayEgo -matr-a A:waw ~owrex- diaperzre a cAondary-IECW4iC.V. APROA01t: [ reactive disorderg.)
Serum will be collected and evaluated for rate of normal EM maturation, bio-

chemiclal characteristics. inhZition of GlMcosylation. Substances- to be analyzed
PROgEss WDRING FY-82: [ will be inhibitors and stmrmlators.
e are nearing the end of this study as we kave identified a repetitive pattern of
granulocyte proliferation with inflammatory serum confirmed by 1PLC analysis.

fW1BROF SU34!--CTS STUDIED.

FY-82: 10 TOTA, L (To DATE): 6a BEFORE CtP.ETIO O.: STUDY: 60

SERIOUS/UMEMPCTED S.DE EFFECTS IM SU3JECTS PARTICIPATIMG itt PROJECT(IF N.ONiE SO STATE):
NONE

CO:LI'1O'0s:SeruM from patients with inflammatory conditiona CSesisl dramatically
increases"C-Olsocamine incorporated in immature granulocytes. This rate of
incorporation corresponds with the granulocyte turnover and decreases over a
period of 72 hours.

PUBLICATIONS 0. ABSTRACTS. FY-82:

& Terebelo, H, Evans, W.H., Effecto of normal and inflammatory Serum on
"C- Glusocamine and 3 N-Thymione inorporation onto normal human granulocytes
in-Vitro. Blood; Vol. 58, No. 5, Supplement 1: Page 116q, Abstract # 376.

@ Manuscript in preparation.
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D.NTE: 10/2182 It tUNIT NO.: 1603-81 Srirdsi 1NTRJ xNF

START :. DATE: 30 june. 81 D;TE OF COLETION:

KEY .ibos: Delta-9-TetraE!Ydocannahlinol plasma levels and Pharmacokinetics.

TITLE CF PROJCT:WRAMC :# 8104- Delta-9-tetrahydrocannabinol Plasma Levels and
Pharmacokineties.

James p. Wilson, MAJ. MSCPR IN C;?AL IT-IFST IG'TOR(S) :

AsscciATE It!vESTIGATOR(S): Raymond B. Weiss, M.D. Chief Medical Oncology Ser.

FACILITY: MR" I DI:/Svc: -n et..Lxed.

AccJ..tAt Iva iEDCASE, COST: kcutt.LAT CVE Ca:1TRACT COST: Accu.-mLATIV-2 SUPPLY COST:
00 00 o

FY-83 iESCSE: (O:rrTcr CosT: SUPPLY CosT: DATE OF Ccr-mTTEE APPROVAL OF
00 00 00 kAuAL PROgreSS REPORT FJa2jjo

STUDY Q3J CTI\I: To determine if a antinausea/antivomiting effect of Delta-9-
Tetrahydrocannabinol is directly related to plasma levels.

1ECHN.;J ACPROAC: Plasma assay by radloimmunassay and GLC.

PROR-:-'3S NJ.ING FY-82: Two patients entered on study.

fL94ER OF SJ3JCTS STUDIED:

FY-82: 2 TOTAL (TO DATE): 2 BEFORE CO.LETIO. OF STrU.y: 24

SEPIOUS/UIE ECTED SIDE EFFECTS IN SU3JM-CTS PARTICIPATItG IN PROJECT(IF PARE SO STATE):

NONE

CONCLUSIO S: Additional patients needed for study.

PUBLICATIMS OR ABSTRACTS, FY-82:

NONE

229



AD-A129 242 ANNUAL PROGRESS REPORT FY-82 VOLUME 0(U WALTER REED 4*
ARMY MEDICAL CENTERf WASHINGTON DC IM BOEHM 1982

UNCLASSIFIED F/G 6/5. NL

mhhEohmhmhhmhE
EohhohmhshEmhE

END

IIIIIIIIIIIIIL:



1.0 l i-8

1111L25 1.4 _.6

MICROCOPY RESOLUTION TEST CHART
NATIONAL BUREAU OF STANDARDS 1A63-A



UijLo4821 N'2 .1o- -L fU tL;j

S.,V,, .: - - 80 fi ". (co' Tlc:4: 6-83

_K:' : Adenocarcnoma -Undifferentiated- Ca,
Th '7 X-CTWRAMC # 8103 - Pilot Study, Of VAB-6 Chemotherapy of Adenocarcinoma
and undifferentiated Carcinoma of Unknovn Primary.

£~~~C~~.-giir R n Bth M~f ____________

,SzC: ;!1':iTr.TM(s) Raymond B. Weiss, M.D.

FACILI': 1'2C DEPT/Svc: L atlov,/ Oncoloivx -DeDt.Of Med.
-------------------------- --- ------------------------

kCUC~..Ai( E rCc.4S' COST: AcW.-j4t;ATVE CC:TRACT COSr: ACLJIATIVE SUPPLY COST:
Q I Q_--__IG_'

F'(-85 ;.'LOf: CON rRACT COST: SPPL'f COST: VArE O CC .1IrrTTEz I*PROI;.L 0F0 0 0 J;o.NL PPO-_-ss REPCRT FF8.2.5983
----------------------------------------------------
STU.DY J-CT.'E: To determine the efficacy of VAB-6 in the treatment of Adeno-
carcinoma or undiff, carcinoma of unknown priary.

.c.-.VL PRO'C.: Cytoxan 600- mg/m2 IV day 1 - Vinblastine 4mg/m2 IV day 1-
Actinomycin D -lmg/m2 IV day 1 - Bleozycin 30 mg/m2 IV day 1,20u/m2 IM Day 2&3.

7L 4 Patients have been entered. 3 have progressed and died
of their disease. 1 pt. just entered.

Fi-,.. A 'ThTL (' Z'A ): 4 EFCRE Cc: -.T (r:: ,: S ,': 20

-.:i..:E.':rE SXrF EFFECTS iM4 U3J-TS 1,7TC:. .',rio PSOJECT. 1- , S) STATE):

NONE

Data too sparse at this time.

f'J:iLICAi [O> C:i ABSTPACTS, FY-82:

NONE
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DAT. 1-2-82''L I1 -1r T: 1605-82 r- ,fs X -,*

S;.AIT!:.;; V-rc: 10-81 P'A I? C%" i'( 1-83

KEY ~j: AZQ - Mninsn- ________sar-sri-Ryi.-.Tu

TiTLE C= PkOJ-:CT: WRAMC # 8106- A Collaborative Phase II Study Of AZQ in patients
with Malignant Glioma and Metas tatic Brain Tumors.

PRN:'?.L Nl':STIC-ATORS): RAnn R- WInIam M-n-

AssOciATE INVESTIGArO(S): H.. Grant Taylr M.D.-
FACILIT.Y: VRN'C DEPr/S'xi w:

AccuLJ.LLATI iv rDCASE COST: Accum-4A~rvE CON~TRACT COST: ACCUMULATIVE SUPPLY COST:

FY-83 iVL&MAS: Co:4rRACT COST: SUPLY COST: W~E OF Co,*-1rTFE~ AppRVAL Oi:
--- 0 0 Q hmaa Ppos.qzss REPORT FERj54gg

----- ----------------------------------------------------------------------
STmO' 1)3j2-CT iV-: To determine the efficacy of AZQ in the treatment of malignant

Gima. or metastatic Brain tui~rs.

TMCHN-iC.AL A.WPOACH: AZQ - 2Oug/m2 in 150-ML of NSS over 20 minutes.

Pi.ozjR:sD.r FY-82: Entered only one patient. Had tumor progression after.1 4 cycles. Has expired.

Na1EiO SUSJE--C-S STUD I,0:

FY'-82 1TOTALi. (To iDATE-): IBEFoE CCOLETiOCI: OF STUOY: 15

S--:I1US/U,*X3-CTE0 SIDE EFFECTS Iri S'J~jECTS PAjTICIFPAVIi:G INl PiO'J---CT(,! SO S..j sr-):
NONE

_____:~:Data is too sparse to formulate anyp conclusions.

PUtSLICAric-ii OR ABSTRACTS, FY-S2:

NONE
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ATE: i" 2-8 it,: 1606-1. 82 L_,,%,1: RTRIN :

START!:.G DATE: 12-81 R.', P (:F CGiHEtTIOI: 12-83

KEY 1;cjs: FPro t ~rffoig s at&. Aj4hi
TITLE CF PkOJ:CT: WRAHC # 8105- Prospective Evaluation Of Prothrombotic State
In Patients Receiving Adjuvant Cehmotherapy.

PFt:Cc.L I!r.,:srI.ATOR,': Phillip K. Raldw'n . M.D.

A-sccEATE hIVESTIGATaM(S): RAAmond ,. Telss M.D.

FJACILITy: WR"- I Dr/Svc: ad -g!W'h lp.A E

Accu.oA-..rvE= MUSE COST: ACCULATVE CC:;TRACT COST: ACCLIULAT VE SUPPLY COST:

FY-83 FEf,AE: Co.'4 RACT COST: SUPLY CosTr DArE oF Cc:.,1T7E 1EPP, h .' O0O L 4NU'L PPC=RS=css REPrAT B 2 5 1983
---------------------------------------------------------------
STUDY '3JrCTIVE: To identify predosposing predictive tests for development of
Thrombotic to-Aency in patients receiving adjuvant chemotherapy.

1tcH ;¢aP.tPPO.,C Samples of plasma will be obtained prior to 1st dose of induction
therapy, days 2,3, and 4 of inducti.on, day 8,15,29, and 43 of induction cycle.
Day 85 (maintance ) and q 3 mnths for let year.P.oGRs;-s DU-'c-: FY-82: lsa e- ~ n-S a samples have. been collected on 7 entered patients,
No thz=oottc episodesr hve been ohserved. No data analyss has been made to date.

07 Su3j'-CrS STUDi1.n:
FY-82: 7 TOTAL (TO DATE): 7 BEFOPS CCQLETIC': 0, STUDY: 20

S IP.1ous/U-':=-X"ECTED SIDE EFFECTS V1l SU3JECTS PARTICIPATING IN ..J.C - ":!",E SO STATE":

NONE

A:ural continues slightly below the projected rate.

PUSLICATNON3 c? AST.PCTS, FY-62:

NONE
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. .. . .. .. .. .. .. . . . . ..., -. . ... - , -... - .. . . . ... ..

• "_1 -2-8.. - ---- ' 1 6 0 7-82 , .': X

- " .: 4.-82 . -- . ,: 12-82

Ref rccory Metastatic Carcino ma. ,CBDCA

i • -. : W- AMC #- 8204- A CollaborativePhase i Trial OftCBDCAin-he

Treatment Of Metastatic Carcinoma Refractory To Conventional Therapy.

... :__ .Raymond. B. Weiss, H-.D.

. ....!~ e. Daniel Te 1 M.D.
- -1

..... ... He.atalogy/Oncology -..Dept.Of Med.

o 0 0
. . . .. . I

0 00,. C(:;€- .r. ;Cc..,,9"

" "-+_..L- •-- . .' T ' . ''_-T+.T+-'_Zi--.Z.' ' L=='L
-  

_ +- " - "-------------.-----.----------.---- -,. To'determine toxicity~zfficacy of CBDCA in treating

patients with metastatic carcinoma refractory to conventional therapy.

' - CBDCA 320 mgm/m2 q 28 days.

. . 6 patients were entered on study. 3 patients have had

d..sease progression and expired. 2 have essentially stable disease and are

still -being- treated.--_l-pai entwas -treated 2_-.z. kn taken-of t__tudy5_, auae
- _. " .... [ of hematological toxicitv.[

" 6 ". i, , ,% 6 :.c,. . . ' ' :. ; .,--10

I patient experienced severe hematological toxcity.

NONE

NONE
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T --- - -- -

.10-. 816Q8-82 - ,.' ' " x
i . 11-81 ---' 11-83

=L1PTOCtrSS .

WRAMC - Evaluation Of Structural Protein Abnormalities in
A Family with Hereditary Elliptocytosis (EM

Louis F. Diehl ,M.D...

- " Rematalogy/Oncology - Dept.OF Med.

0 _ . 0 0

.. . .... . " "FEB- U

To evaluate four areas of RBC structural protein abnormaltieas

in the Pre and post slenectomy situation.

Obtain blood by the standard venipuncture, separate whole
blood into cellular fractions and do specific tests. on RBC's.

' Aquired all techniques to perform study.

0 . 0 5 ie

1 Finily

NONE

We will be able to utilize laboratory techniques that we perfected
over last 12 months.

NONE
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* 1982 -r6-83.

Leukemia, DNA Synthesis
•:GL-13-BC -Leukemia Cell Culture 3H-TDR Incorporation and Groth.

Kinetics, A Comparative Study.Of Cytotoxic Drugs On DNA Synthesis and Cell Growth.

H . oward TemPelo, M.D.

-. Hematalogy/Oncology- Dept. Of Mad.

* -, .. )
0 CL0a.

o . . o .... ... . , .. ,FE B 2 5 1981
0. 0-- CL. I~U U~ 7

- . . To determine if the- GL-13-BC Leukemia is in effective
in vitro model for human C1L blast crisis.

See abstract attached.

Have finished 801 of drug work.Are now doing animal data.

NA M. NA

N4ONE

GL-13-BC Loukemia La a unique. call line providing a valuable
tool ix the investigation of CHL in blastic transformation.

j

Blood Supplemnt NOV. 1982
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. .. .. ;... 4m . . ....

10-2-821' :.: • 1610-82 X . _

. 4-82 _ .. . 4-83
- Droperidol _IPaLC.l ethod ... .

Wn"& C # 8206 - Tm evelopement of a High Pressure Liquid
Chromatagraphic (BPLC) Method to Assay Droperidol.

.. - P..Wilson, PharmacJs.t. - Maj... --

* . I , ematology/Oncology- Dept.Of Med.

0 0 0
-o ~ ~ ~ ~ ~ ~ ~ ~ E- 5. ... .o., .. . . .. ,1983

0 ToL 0

To develop an assay for Droperidol

Modify a currently available assay for Raldol and make
it applicable for Droperidol.

NO.. ... -".

0.0 10

NONE

NONE

YOUE

236

lloli

9 .*. S



*10-2-82 . . 61-2 ' X

* 4-82 __4-83

-Deoperidal-

*WRAM4C # 8209 -Determination Of TIg. Stability Of Droperidol
In Intravenous Infusion Solutions

James P. Wilson, Pharmacist.MAJ. MC

- I Rematalogy/OncolosY - Dept.Of Md.

00 00 QO

a--- a-.-'~ FEg2 5 1983

To study the rate of decay of Droperidol in various IV fields.

U1se the EPLC assay developed in WRAMC # 8206 and determine

stability of Droperidol in IV fields.

NOME

0 .. 0 10.

NONE

NONE

NONE
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1612-82 r f .. :i X _
S, A- !/t 7 ..: : 3-82 " - .- , l' :

- THC - Chemotherapy , Nausea and Vomiting
T!ri E 7 r,:J;c,: WRAMC # 8201- the Use of Delta-9-Tetra-Hydroc-nnobinol (I}

for Chemotherapy induced Nausea and Vomiting.

r,":~'i:. ' !': J TJame P, lsn.. P-armacist. D. _

P'X<. IA -E I.f'SiIT!C .7!(3): :__________

FACLIT: ~[Cr/S'_ Hematology,/Oncology, -Dept. Of Med.
r.eCt.'.:L'..., Tiv. f'OJ Ccsr: l ZCtU~iUkLAT CcirlAcr Cu r: I L ; "L'L\T ' $p:. y l' ''o I Ii o:
F'-3;}3 r &. z: CO:Srn.r Csl" &xJ.LLY C i: IE1 c7 Cc;.'. -: '- I

•LYY - ,rF- To determine the efficacy of TRC as an antiemetic for use
in Cancer chemotherapy patients.

-- ----- THC lOmg/m2 P 0 4 to 6 hours prior to adminstration of Chemo-
therapy -every 4 to 6 hours for duration of chemotherapy and for 12 hours

E , , F'- ?: Only 1 patient hs been entered.

S___ _ kT O AT): 1 BEFORE CM'_%%LET[C:: 0 S-'.UY: 15

SNICJ/I: -,%.PFCTED Sr:)= I.FPECTS I S'!3,:-CTS PA'.rIC'.',I;G INl S-3.... 3. S, TAT-):

NONE

WRAMC experience. thus far too lited to formulateL any
conclusions.

:LCAr :;S O. ". ;. FY-Z2:

NONE
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DAT.-:W-- 4 U."r W To.: 1613 -8z STATUS: !NTE R X F, L

START|mu DATE: 4-82 DATE OF CcyPLETIOM:

KEY WO Ds: "MICIAZnt- Of MX&at"n[ S1.miim il ral1 rCarernnn -. Ind and NecJk

TITLE CF PROJEECT: WRAMC # 8205 - Master Section For Phase II Studies For Recurrent
Or Metastatic Squamous Cell Carcinoma fo The Head and Neck.

PRI:CIPAL .4VESTI ATOR(S): David J. Perry, M.D.

AssOciATE ImESTmGATO,(S):

FAcILyI: VNC - DEPT/Svc: Re-m.t ,!.",. 1  T ,r.Of

AcCUMULATIVE ?ED=[ COST: FWCUIUATIVE COhTACT COST: ACCMV.LA IVE SUPPLY COST:
C 00

FY-83 i-ED E: CONTRA COST: S8.PLY COST: I DATEL P OGSS REPo~r Fa 2 5 1983

SrUoy O3ERcTIV: to outline procedure, for Phaae II tudies to screen single
agents or combination of agents for significant activity in recurrent or

Biantrene. 260 mg/m2/ IV q 21 days.

PROo SS I)JRIIG FY-82: 1 patient has been entered to date.

-&.SER OF SUSJUCTS SnWIED:

FY-82: 1 TOTAL (TO DATE): 1 BEFORE CON.,ETIOI OF STU:Y:30

SERIOUSAUhIGECTED SEr-. EFFECTs iN SUmJ'CTS PARTICIPATIG in PoJ-cr( IF no.- So STATE);
5ONE

NONE

PUBLICATIONS oa ABSTRACTS. FY-82:

NONE
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lo.2.-.81,2j ,- .C. .14-82 X - -

.. 10-82 '. - " - - :'10-84 . ... ..

S 8Fertili , Testicular Cancer .... .... .

: WRAMC # 8207 - Fertility In Men Who Received VAB -III
Chemotherapy For Testicular Cancer.

David J.. Perry, M.D.

Hemat6logy/Oncology - Dept.of Med.

0 00
0.n ". . . . 'FEB 25 1983

" To determine whether fertility has been preserved after

treatment with an intensive regimen of chemotherapy drugs.

Mailing a questiona-ire and consent form to patients
treated with VABIII . Data from ques-tionaire will then beL collected, analyzed
and prepared _for publization .... . ............

* - As of tis report , protocol haa not been approved and
therefore has not been implemented.

0.0 , 35

NONE

NONE

NONE

240



1658 I421-8 U3 t[qcr ;7711 X -
STR!% D Ekr 82  

_______.' -C-tro': 7-84

NEY UCOS: 14=nhoma- Poor Hsooy- - ___ ____

Tim-E cF PNoJ:cr: wRAMC # 8208 - Combination Chemotherapy (VAB) in the Treatments
Of Relasped , Poor Histol.ogy Non-Hodgkins Lymphoma.

ff Grant Talr_______

Asc-AELVSIAOW:],ZLMD ai J. Perry .M.D.

FAC I L I _Y ~5 ~ E rS ':K talogy/OncoQg - Dezpt.Of Med.
---------------------- ------------- F------ ---- - ---------

ACV:L'._ATI'J=E 'DCASZE COST: Accu.!-oAT fVz CC:;TPACT COST' tC1.~TV S-PPLY I

FY-33 "ELCUA&: CONTRACT C--: S,?-LY CO-r: CLT; : c ~ ~ oA Or-
-a- A ---a- 1tJ-MUA F07:RFS3 REP RF FIB 25 1983

STZW:Y ;)jzCT~l.'::1. To determine response and survtval in patLents with Refractory
Non-Ho,__gkins Ti.mphoma treated with VAR. 2. to determine toxcity of VAB in pre-

v7:'HJ_-C.1_20,12i: cytoxan 600 -ng/m.2 IV day, 1 : Vinbias-ine 4 -mg/m2 IV day 1:
Bleomycin 30U IV day 1, 20 U/M2 IV day 1-3,Actinomycin D 1 -mg/m2 day 1 and
Ciaplatin /-OmgI2 IV 4iM 4.
PcG~-s rj.rm:G FF82: No patients have been entered to date.

OF S:A3. :cS SMDuD:

RY-82. 0 TOrTL (ro'DATE): 0 FEFo.- CC's-l-ETi:' 07- STU:Y: 14

S~cs/:~ceoS;i.- EFFECTS 111 St j-CTS PA~rlC !('ATMG Inl Pi'.'JECT( i, S-Dr~
NONE

Too Soon

PUSL ECAT [Ois 03 ASSTRACrS. FY-52?-

NONE
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DATE26 Jan 83 1 14; Z DlNT NtO.. 1700 ISAU' IftTRIuuLi X F W&s
STARI. DATEr: 15 June 1980 DA~TE OFF CaY,:tETII: Dec 1983

KEy icL-?S: Apnea, Hypothyroid

TiTLE CF PGJzTic:
Sleep Apnea -in Hypothyroid Patients

ftIrCIPAL hIMVET(GATCRI.S):gT A.RM

ASSOCtATE !lySwrATO(s): Kenneth D. Burman, LTC, MC, iahman Jabbari, LTC,'MC

kakiLrzE OCS~Cot: P~ULM.T~ COIRC OT CCJMMAATIVE SUJPPLY COST:

STUoy 03J-tcrtvE: T__o demonstrate and beter define ef~f~ui~le
in hypothyroid patients.

lTECNIC. APPROACH1: Using standard polysomnographic techniques- patients vwiii be
monitored-during sleep and the records analyzed-for the
relative frequency and type of apnea.

Pwo:ss Utur, FY-82: *Three additional patients with hypothyroidism have-uken studied
and apneas during sleep noted in this group. Because of the difficulty in obtaining
patients with hypothyroidism, without treatment it is anticipated that this project

F.91"S~ OF SO3JECTS STruOzi: Dii e comp.LeMe tu coprat with an-e inst~tution. (beic

FY-82: ToTAL (To DATE): BEFORE Ca-nErioax or- Sr'.ny: 10-15

SEIOUS&INSXPECTEO SIDE EFFECTS 1(1 Su3j--cTS PA-aTcIPATUIzG If P,134CT( F RXT~SO STATE).

NONE

Satisfactory progress.

PJE.catroms a AsSTRaTS. FY-82: Nn

Progress During FY-82: (continued) Patients with hypothyroidism and
apnea have been-identified at the University of Colorado, Denver,
and it is proposed that patients from both Medical Centers be
reported simultaneously in one publication. Dr. Clifford W. Zvillich
has agreed to a collaborative publication.
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i I ..
DATE: 2 6 Jan 83 DIIo UT R0o.: 1701 S InUS" xI'j F i::zL

STAqTI: s DATE: December 1980 DATE OF COYLETIO:I: nfrlamhor 1993

KEY I, as: Medroxy Progesterone Acetate, Apnea

Tau cF PiocT: Medroxy Progesterone Acetate, (MPA) in the Sleep Apnea Syndrome (SAS)

PRInCIPL IVICSTICATOR(S): Krishnan R. Rajagopal, MAJ, MC
Bahman Jabbari, LTC,-MC, CLaude J. Tellis, LTC, MCAssoctATE |mirmaTO(s): Keith K. Hunt, ir.. ,COL. MC

FAcILITy: M Dvr'i: Medicine/Pulmonary

Acmw.ATiVE- ?OCA.- CosT: k"' r.mmAT' CTRACT COST: "uACC-.:-APV Su.COST:

FY-80 FUM~: Commac Cw+-: 'Pfty COST: IDATE Or- Co..m;TTEE IPPRO. Q

STUOY 0J-cTlvr : To determine the efficacy of Medroxy Pro esterone Acetate in the Sleepnea Syndrome. Changes in frequency ana duration of apneic episodes
yldbbefeval d improved chemoresponsivoness as a possible mode of action

T . t~LA.ppROAcM: Nocturnal polysomnography, hypercapnic and loading responses will
be performed prior to, during and after a 4 week treatment period with 20mg t.i.d. of
medroxy progesterone acetate.

PROaz.S. ur l.t FY-8: Three additional patients were studied and the necessary data
obtained. Excellent sleep recordings have been obtained and tests of respiratory control
well rnl xatda no lnrgd n- ,int nf dat, ahat han been aeu-lated thus far is nowblw)

MPSER OF SuMECTs STUDIED:

FY-_: TorA (o nAr.): Won Ccm-LErt oF Sr.,:),, 15-20

S&P.IOUS A ECO Sim Eacs IN Su-JCTS PMTICIpATIM If PrCT( IF l :So so STAT.):
no patient in this study has had any side effects.

COc.2UsI$21s: Excellent progress has been achieved and the study is near completion.
The tremendous amount of data that has been 6btained has to be critically analyzed
and is this is being done with computer help at the medical school.

PUSLICATfOMS oa AsSmRcS. FY-V2: RAJAGOPAL, KR, ABBRECHT, PH, McCUNBER, TR, HUNT, KK:
Medroxy progesterone acetate in Obstructive Sleep Apnea. Amer Rev Respir Dis
1982, 125(4):128. (2) ABBRECHT, PH, RAJAGOPAL, KR: Determination of Inspiratory

flow resistive load dependent respiratory drive in normal and sleep apneic subjects.
Federation Prceedings 1982, 41:1103. (3) RAJAGOPAL, KR, ABBRECHT, PH, TELLIS, CJ:
Control of breathing in obstructive sleep apnea. Submitted (4) ABBRECHT, PH, RAJAGOPAL
KR, BRYANT, HJ: Respiratory drive components in flow resistive loading for normal and
sleep apneic men. Submitted

Progress During FY-82: (continued) being analyzed with computer
programming available at the Uniformed Services Medical School.

243



DATE:27 Jan 83 N Wi IC.T 1'o,: 1702 ... JSU" TU-ai X Fin w_

STA&rm:jz DATE: October 1981 DATE OF C-:,tETIc:I: December 1984

KEY lbvs: Control of Breathing, Dementia
TITLE C7 PROJECT: Ventilatory Response to Carbon Dioxide in Presenile Dementia

PRNr.C? Ives"T1GATSR(s: Krishnan R. Rajagopal, MAJ. MC

Bahman Jabbari, LTC,.MC, K elm K. HUMt, 1L., , ..Assocrvm hNEsTrrATO(s):

FACILITY: UWE:C DEjPr/SvC: Medicine/Pulmonary

-- ------------------------ - -------

kA=u.PAive MOAS COST: ACkJTIECM4c-TR.c COST: kahCOS:uLaTI SJPPLY CMst:

FY-83 FE &: CONTRACT COST: SUPPy COST: I DATE O- Cc,1. ,1'rE =AP59
_ k.4,J.. Pa=oss REPcr F 5 1983

Soyo thest thehypothesis that load compensation is manifested only

in the presence of intact cerebral cortical function.

i4t;oc. kPROAaI: Ventilatory and loading responses to hypercapnia will be assessed

in 10 subjects and compared to results obtained by similar techdiques in volunteer
controls.

PRO3S .Down. FY-82: After final approval was obtained from Ft , Ft. S, ewo patients
were tested on the ventilatory hypercapnic response circuit.

Patient attention span has been small and there has been technical difficulties (below

RM-Wil OF SU3JECTS STUDIED:

FY-82: TOTAL TO OATE): BEFOE C-.@LETIO. a-, SrT',y: 10

SERIOUSA -,VECTED SIDE EFFECTS Im Sjui3C-S PARTICIPATIM IM! PROJ-CT(IF I:3IN SO STAT.):

CO-toU31OPS: It has been difficult to find patients that adequately meet tne
criteria for the protocol, however, it is anricipated that over a 2 year span
the study can be completed.

PucAToms OR AssmcTS. FY-M:

Progress During FY-82: (continued) in performing the test in the
group. Subsequently, it was decided to attempt the test only on
non psychotic presenile dementia patients. It has been difficult
to find such patients, however, it is anticipated that over the
span of two years enough patients.Will be obtained to complete
the trial.
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DATE: 27 Jan 831 VM- DifNIfO. 1703 [auvjqjj K F wm
STARTI.3 DATE: July 1980 DATE OF Cu~'fETI:I: December 1984

KEY UCRDS:
TITLE CF Piejm : Comparison of daily vs alternate day Prednisone therapy In

pulmonary sarcoidosis.

B. Lynn Feaster, M.D. MAJ, M;

ftinciAL JVEITfcGATrCR~s):

ASSOCiATE ISTrAmOc(s): Larry Spratling, M.D., Claude J. Tellis, LTC, MC

FACILITY : I R. C DEI r%'c: ~Mdicine/Pulmonary

Acct.sATIV iPEDCAS, COST: 1WI*UL'Tvs C O,- MCT CosT: kcum'ui.J S.LY Cost:

FY-43 iMCAE.: CONTRACT CoST: SUIwv COST: DATE OF C.1TTErCE rApPIW OF
S lMm PROSMSS REPOrT gr..,. 25

Sro ~T-Tterine atir f I~~h ective
as daily therapy in the treatment of pulmonary sarcoidosis

iMc;C&. APPROACfH: Patients with Stage Ii sarcola wil be ra duuiy asign d to
every day or alternate day therapy for 6 months. Clinical status,

CXR, pulmonary functions and serum chemistries will be followed.

PRO .-3S i RIfm FY-8: Few additional patients have been studied. Patients riom other

medical centers'are also being included and hopefully the project will be completed

on t- vl

P-MrsR OF SOJ3JCTS STUDIED:

FY-82: 1 TOTAL (To iOAT-): 25 BEFOK Cc-q.LErto. OF ST,ny: 50-100

SERIOUS&/Un.,ECTED SWE EFFECTS Iff SsJ-_cTs PAITICIPATIG Ift PiM=_.cr( IF .Y E SO STATE):

None .. ?

COMaU$10S: Progress has been satisfactory and hopefully protocoi wTil b= ompleted

on time.

Pu.icAnoms oa ABsmACTS. FY-82:
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DTE: 28 Jan 8j V4116,ITfO.: 1704 IS,,TUS.: IiTERI' x Fg::&.
STARqTr:. DATE: October 1980 DATE OF CQ&PLETIo-I: December 1984

Ke I ogs: high frequency ventilation, ARDS

Tau CF PRoJ C:High frequency positive pressure ventilation (HFPPV) in patients

with respiratory failure

PRIC(pAL j.ET1TfGATORS): James.J. Bombenger, MAJ, MC

MIKATE |!.mESTMATM(S):.S. Derderian, MAJ, 14C, Krishnan R. Rajagopal, MAJ, MC

F LKTY: IWIC DEF'1 : Medicine/Pulmonary

PCCWLATIVe rEOCASE Con: kAkijAT K COL4TRAT COST- ACcwULAT ivs- SumPY COS:

Y-83 FM : TRACT Cost: &My COST: DATE OFr CO.M.rrEE ?P R OAL O
__________ _________ k.wi PpR~ss REPair 2 aE~is

"r t--st-i--jp-hesis t b-F-LtF-?jF; 'E-s, ,-Ms -with

STWV O : respiratory failure who cannot be supported by conventional means.

jvCM-.CO ; AopMAO . In patients with respiratory tailure wno mee e =t=L criteria
f lor falure to imrove on conventional ventilation HFPPV will be

initiated and physiologic and hemo ynamic measurements made. tac pat ent will be
his/her own control and there will be no random selection.

PROsS Duz ' F Y4 "2ec au s of o e ac oequ e s r i - U.ould not7" "' "b In ireaonpa ien tsq~nresptgor, ta lrV in t p intensive

Care Unit during this fiscal year. t is anticipat~d the when equipment becomes
available this year an average of 5-10 patients should be studied over a 6 month perioc

tkVSia, OF SJ3.ECTS STUD ED:

FY-82: 0 Torm. (To nAT): I BFORE C---.-ETJQ OF S-r y: 20

SERIOUSAM JIIECTED SFDE EFFEcTS jt1 SUBJ-CTS PA. TICIPATIG itl Pi j CT(iF U,:E SO STATS):
None

CO.$ .UsonS: Lack of the necessary equipment support has resulted in inadequate

progress on this protocol. As the equipment'becomes available the study will hope-

fully be completed on time.

PueIctims o AssmaCs. FY-82:

Associate Investigator(s): (continued)

Claude J. Tellis, LTC MC
Keith K. Hunt, Jr., COL MC
Peter H. Abbrecht

246



D.: 2 7 Jan 83 I1 IQf t. 1705 X
STARTI*.1. DATm: Novembe'r 1980 DATE OF CO*LETIOI1: December 1983

M~Y Ibms:Exercise respiratory control, loaded breathing

TZTU CF PROJEECT: Determinants of resistive loaded breathing

~tcp~i. ~sr~toa~):Peter H. Abbrecht

ASSCIAE IWETTC1~1S)Krishnan It. Rajagopal.,- W, MC

-SruoIY: M%.ErjE Dw/sc gedd e Pulmna

t~-e tjhi nbladdepnao y iv in norlmal subj~ts'and

responses without and after, the addition of three levels of loads. Haxim, -ventilation
dur-ng loading, Responses to threshold loading. -

*Phmacm keirr. Fy-82: Four normal volunteers Nav been tested suee ll7 31 ' the
*abov~ rofiocol Each test run is an egtenSiv oen-4-3 daX duatiorHowever, excellent trac ~ls avlenobta nedrand more t an sa ~ac ory progrks has

been achieved; Computer deduction of data has been satisfactory thus far.
ARt.Z OF SJS.ECTS STWozD:

FY42: "4 T0TAL. (TO DATE): 4 BEFOPE tCQLETjOXq OF SFUDy: 18

SEPbOUSAL'IEXPECTED SfWE EF-FECrS in S&jIjzCT-S PARTICIPATEI1 In PiAFCT(IF IOSOSTAT!)
N/a 

s

COXcLU31CWS: With continued progress it is anticiparecai scudy v+7 .. l14e completed
by the expected -date.

PusLIcArfons at AssTRaTs. FY42:
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D-T-E: 27 Jan 831 V4W' XT (b.: 1707 Inu! XF n
STAIRTI:.z DATE: May 1981 D-Ro Wf'tETIca: 30 June 1984

r~ LaS pulmonary fibrosis, nocturnal desaturation
TiTUE cF PpojiCT: Relationship between respiratory control mechanisms7and- nocturnal

desaturation'in diffuse pulmonary fibrosis

~NOCPAL IWESTIGATCtCs): Krishnan R. Rajagopal, MAJ, MC
ASSOCIATEr I Tamam(sotoKH ~

FACTITY:______- DuV/SC: Medicine/Pulmonary

ACCxpwoaTV FEDCASE COmT AODILATWSe CGITMT COST: ACI5ewuLT [YE SippLy cO'j:

FY-83 fMCASE:. CONTACT CosT:. S"L,.Y CO)ST: DATE OF Ccr-lirreEkgvD
_______ M'WP. PRM=-SS REP=7T ftB25 1983

sroy-To-evauitethe reNOM -e & O.m ,---mcaim

defined group .with-pulmonary fibrosis

1tOmiCji. hopp ig:To study subjects with pulmnr tiroi with Oiaudard .ctrapoy
somnographic techniques and identify the frequency and severity of

desaturation. Resnirgto control vi1be assesled bhyieraniXand loainre ose
an~ _t e re ationship beten nocturnali delaturat on aEd rspiratory contro .willegose

P'wss - ke-er '- -V. The eqIpmnt necessary r LU ke M L4L JF "a-L r~olis as y4?elow
UV fisdF c unavalablt Preliminarv EEG recordin sobained on the Hwlett-

Packard system were toun~ to becn0 set unsatsa toy usequenty a Berkman
Dynograph ( a.multichannel~polysomnographic recorder) has been requested. (below)

rAPSEE OF SUuJEMr STUDIEZ:
* .V 20 Patients

________ ToTA. (To oimT): BEFOiK Cow t.mrax oF Siiiw: 20 controls

SiousL"'rsx-E'ic SWE DECT~S IN &wJcrS PARTICIPArTWG in Pi,=zCr(zp Xr-E So STATE):
N/A

CMCICLU31CInS: The capnometer. which is initially not available is currenty-being used
in the laboratory. However, a reliable polysbmnogr~aph is not available and until
such A-quipment-is available this and other related protocols cannot be-initiated.

Ph8icArtonsS a ABssRACs. FY-V2:
Technical Approach: (continued) assessed and compared 'to data
obtained by similar techniques in controls.

Progres Duringt FY-82: (continued) Pors ihti rtcli
Possible only if the recorder becomes available. Currently in our
laboratory a capnometer'vhich is n-ecessary for recording transcutafteous
carbon dioxide measurements during sleep is available. The on-ly horld-
up is the lack of the .Polysomonograph.-
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DArE:27 Jan 83 Y- CWirr 83~. 1708 -1SrmvUS.- lsuii- X

STARTI:.- DATE: May 1981 DATE OF C*LETIzI: December 1984

KvY J S: Respiratory control, palatal myclonus

TITLE CF PFo CT:Respiratory'control mechanisms in palatal myclonus

Krishnan R.. Rajagopal, MAJ, MC

.: anman .Janarri, L.h, n.. • r

-ASSOCT IESTMATo(S): 'Keith K. Hunt, Jr., COL, MC ' .. -

FAc LITY: WAX DEPT/Svc " Medicine/Pulmonary

Am.zuznrvE iECCe& ConT: kIAT(VE CWITWAT COST: kcO.AATivVE S-ippy Cws:

FY-83 PSCAE:. Cma~. COST: SUPPY COST DATE OF CW-41rTEE kPRLDF
________ _______ hwa Pam sss REP=c PE25 10

To-study respiratory contr ipaatar _y -. test the

STUDY "JI5CE hypothesis tdt ventilatory response to hypercapnia is depressed in

central lesions of the brain stem.
vVentilatory ano resp1raCuLy .V, L - -o -'--sed during

CHhypercapnic and loading responses and compared to data obtained in

colunteer subjects using simil.ar techniques.

PkROnaaSs lfr, FY-8: One additional patient with palatal myclonus has been studied.
Even though this is an extremely rare disorder we have already studied four subjects.

It is conceivable that within the time of the protocol the required number of patients

rIr ROF S JCTS STWIED: will be studied.

FY42: 1 ToTAL (TO BATE): 4 BEFORE CCNLETW, OF ST : 6

Sep.IousUAJI ctc o Sis EFFECTS IN SU3JeCTS PMATIcIpATIK In PROJCT( IF FOE SO STATS_):

N/A

CL&U'lS: Satisfactory progress and the protocol snoula oe :uml~tl ,. ime.

Lica.s axIoN O AssTRAcs, FY-82:
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BAT,-7Jn83 !c!.'I t. 1709 ISTATUS-* I'rriRIN X Fi:.
STARrIr.;. DATE: March 1981 DATE OF CO-tETIMzI: December 1984

KEY rY1bPZS: lung mechanics, mixed connective tissue disease
Tau. c PROJCT: Lung function in subjects with mixed connective tissue d-asease

,PICIPAL I5.1ST1GATORS): ClaudV J. Tellis, LTC, MC Sarkis S. Derderian, MAJ, MC

AsSotTr-E lmwEsTrruaw(s): *Krishna R. Rajagopkl, MAJ, MC- - , .

F zIu,-Y: ME DEPT'AVC: Medicine/Pulmonary

A=C-XL-ATiVE- F COST ACcItSaT(V CC4TACT Co.-T: kaCCW UATIVE SuPLY COST:

FY-83 MEW&: E. CA-mTAcT CsT:, Swmyi cos: DT OF Co-ir~PiO~OI uOL PoR=ss REPORT FEB 2L5 JqA-1

S.ugy OsFscrlvE: T- evaluate abnormalities and pul monary-T- -n-rreT d- and
treated patients with mixed. connective tissue disease.

"1 .Cl, 4 .P RO."-,: To include a histbry and physical examination an- routine and
sophisticated tests of pulmonary functions. Such tests would inc-lude lung volumes, flo,
and tests of respiratory mechanics to include compliance. Tests of distributional(below5
PROsq;SS WJ.r l FY-82: A few subjects with mixed connective tissue disease that hav( been
referred to'this service have been studied. Adequate material has been obtained but hz
not bee subject to statistical analysis.

M -aOF S'J3JECTS S-,W I E:
FY-82: 7 TOTAL (To DATE): 12 EFOU C' o-LerrO OF Sny: 15-20

S•eRIO' J3A kI=S -Cp SWE WFaCTs ifa SwJEC.S PA.TICIPATUIfG It P.J-CT(IF irO.: So STAT);
No major sides effects were'not"d.,with this study.

COXLU31I$*1: Fairly adequate, progress has been made with this protocol and because of the
limited number of patients with mixed connective tissue disease that are available for
study it has been difficult to increase the number of subjects studied. It *is however,
anticipated that the study could be completed on time.

Pom.LcLraTis o Assmaiics, FY-2:

Technical Approach: (continued) ventilation including nitrogen
washout, and tests of airways resistance and small airways function
will also be assessed. .Balloon type catheters will be used for
measurement of compliance and tra.-sdiaphragmatic pressure.
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Jan 83 V4L1 tWIT (b.' 1710 I SUTUS: IiTEP. F
Srqri'-. D-re: March 1981 DArE OF Co*LETIci: December 1984

Yx.Yv:-0S control of breathing, nocturnal desaturation, obesitv

TITLE CF PROpCT: Relationship between respiratory control mechanisms and nocturnal
desaturation in obese subjects

r [?Ah. T(ATOCS): Warren I. Tafiamoto, CPT, MC, Krishnan R. Rajagopai, "AJ, MC

ASIATE ISTATMo(S): Kith K. Hunt, Jr., COL-, MC, Kenneth D.: Burd*
' LTC, -

FACILITY: VINN Der/Svc: Medicine/Pulmonary

kcCWXArATiyV- Kcfl(' CosT: kUI1UATIV COLTa= Cosr: ACLUA V!C &,ppy CWS:

* FY-83 FEXAiSE:. ComTAC Cosr: &m'Py CosT: Dr Cm-rDAT OF . n4IP TE-s R O V flY 2 1983
-- j Miwsi..~x Paosasss REVOaR _____

Sr~w 0s-3crivE: Assess the frequency and severity of nocturnal desaturation in

S.Yasymptomatic.obese subjects and to assess the relationship betpen

respiratory control mechanisms and nocturnal desaturation in obese pts vs non-obese contrc
_rW.& ApOA01-Respiratory control mechanisms will be assessed using hypercapnic and

.flow resistive loading responses. Standard nocti4rnal polysomnographic
rachniues wili be used to as ess the frequency and severity of nocturnal desaturation.
The reationsnip between chemica. contro mechanisms an frequency ana sever-ty or(below

Poj;i:e$S y-8: The Hewlett-Packard capnometer with transcu aneous montoring

capability of arterial CO2 is currently available-in the laboratory.
However, as mentioned in the annual report of yet another protocol the lack of availabili
a polysomnograph has been an'major obstacle. Until a polysomnograph is available(below)

t OF &Ls.LCTS SWIED: 170 subjects)

FY82: TOTAL (To. DATE-): ]kFORE- C-MVIFLET1Crn OF STL-3Y: 40 (20 controls)

S-IoUS=IxPECTE Su-z Ei-ecas m, S=:rs PArcrPArrG If PROJECT(IF P.XE SO STATO):
N/A

C.,rL.31C$nS: The study will begin when multi-channel recording capabilly s available
in this laboratory.

PUSLICATrS ax ABSTCTS. FY-82:

Technical Approach: (continued) nocturnal desaturation episodes
will be analyzed. using appropriate statistical methods.

Progress During FY-82: (continued) for multichannel recording is
available this protocol cannot beiinitiated.
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DE2 7 Jan 83 WI 1brri~.: 1711 jSTrus: aiii X F wx.
Sr.qt:~ AT: 29 Ma 91DATE c,- Ca-PETII: December 1983

Psoriatic arthritis, pulmonary function testing

TiTLE CF PFWojicr: Pulmonary Function in Psoriatic Arthritis.

PRItCIAL IVIVESTIGATCRCs): B. Lynu Feastler, MAJ, MC

AssocIATE IiwESriMAiI(S): Kkishnaa R. Rajagopal-4IAJ, MC, R. Raskiri, Mc:-o'

F OctL TIVE: psriti arthrtsV: Mdcn/uma

To- obtainE , mqr Com plt-uff~ir Suntio Cesnng DAY Oloo gases

lung compliance and related measurements of lung.mechanics of patients

with psoriaric, arthritis.

Pw.O-RM DJRon. FY-82: Equipment that is necessary has been obtained. About 10 patients

have-been studied using this protocol and abnormalities in pulmonary

function has been observed-in a few.

ts3A ra. T OFJ3Jncrs STUDI Ea:
FY-82.L L.. Tr.C DAE ) N- CACw.LETTONj O:FSLW:2

SEMMOS&EVIECTED SWE EDFETS Ii S3JIcrS PATICIPArlits in PajtW=cr( IF O.49 SO SrArs_):
None

-CotCL'SI'S: Adequate progress has been made.

PusuLcAnamCs ot AsSTirACs. FY-82:
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DE1 0/1 /82 _f~~TI. 712 iixL~ ~ -

STA.RTIX.G DATE: 1 Jul 82 DATE C'- C(PiLETIC:a1 Jufl8
~EYI* somato Sensory Evoked- Response-Chronic Pulmonary Disease

TITLE CF PP.OJECT: Investigation of abnormalities of Somato-Sensory Evoked Responses
in patients with chronic pulmonary disease

Bahman Jabbari, LTC, MC Krish Rajabopal MAJ, MC
PRP:C!?L IfrreSrTc.ATORWS:

ASSqcIATE INVESTIGATORCs): Carl H. Gunderson COL MC
FACILITY: MC vkdL DEP/Sv.c: Naiim

S------ --- --------- --- ---

S--------------- -------- --------

STYPY 03JECTIVE: To determine presence or absence of dysfuncti-on of-central sensory
pa~?wayin IC0 PD.

n-ic&w Ao'Poxc~l: Patients with established COPD are tested by the somatosensom and peri -
pheral conduction velocity studies-Peripheral and central conduction velocities art
meas ured. _______

Pjs;s B u~in-, FY--82: One patient with CPD was tested. The central conduction time was
normal. The-peripheral sensory conduction was delayed.

1411SER OF S'J3j-_CTS STUDIED:

FY-82j ToTAL (To DATE):_I BEFORE Cc'..uric10 O.: STUDY:

S-P.IoUSA&:ExPECTED S~oD= EFFECTS INI &J3J=-CTS PART ICrP.IN xIM Pi'j_:CT( IF ND.- SO STT:
None

CC:LS IONiS: This study showed presence of a peripheral neuropathy.
The central sensory conduction was normal.

PUBLICATIONIS oa ABSTRACTS. FY-82:

None.



DAT!-: 11/10/82 I 1L1ZT RD.: 1803 ISItrus: ilIi j Fg:m&

STAqrj*.- DATE: DA-TE oF Cuftmmj

K!,C- lbwps: TERMINATION OF PROJECT

FAMILY.WITH HEREDITARY MYXO-VASCULAR FIBROMAS

PgrIICpL I~r.YESGATCR(S): Ti'=m T -VTVi-Qnm MAT tm( (He is no .1onster at W&AMC)

ASSOCAT,- WESrTMATM(S):

F~cI~t~y:DERMATOLOGY SERVICE*

ffhjCI AOPRO-.dH;

PkOGqES 1Pamlz's WmY-825:90

FY42:CA lOAL(T ______ EFRE__

fWIuicArrors a AssTRcrs. FY-82:
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BAT-.: 12 Nov.841~Lt ~. #1804Siru (rzj

STARqTI:.. DA!E: 1 October*1982 DATE Or- CiYftETIM2: anticipated June'83

KEY~bMS: IntraleafmnAI Alaama~rin- War ramn
TTL CF POjE-cT: Warts, Treatment with Intralesional Bleomycin

PRIrCIAL haWesTGATCrCS): Charles B-. Weber, Maj. Mc

ASSOCIAT InrmE~ATon(s) LP43T Bdierf . cat'. Ile giacey Mcal ,' ~MC

FAI~Y I1 *- EPT/S/c: Qf,-omnCol.MRC/Chief

kAcXt--ATivc EG a CoST: kCUJLATIVS CMTRACT COST: -CW. Tivz, S..Cst
s0o .$0.00 $0.00 i~ycgT

FY-83 CASE: COaCTa COS:. Sppty CosT: I AE OFC- -~urE I'ioL
~~~~00 1 owi Pios RPRT RDB 2 5 19

Sruw trzamerv:
Dopble-blind. test of whethera intralesional bleomiycin .1. an

effective treatment for Dreviously treatment-r'esistant warts.

i~cii~&. O~~:Use patt1ept as their own control by inijecting one wart with

bleomycin and anothar wart with diluent.
PRoss Diitr FY-82:

Code. not broken, but in double-blinded patients, one wart
has .shown resolution,'while the other one injected had no change.

MaI~i OF SJ3.ECTS STUDIED; 0
Fy-g2Z:thtee TOTAL. (To .DATE-):_three BEMaM C-M-PLETIO. OF STr -y:0

&P.IouUrs~IxnaCT SimE EFFECTS in SUSscras PMTicipArIi it, PiMECT( IF RME Soa STATS_) :ne

Coxwjsrons: Preliminary results look promising.

PUSicATwiOS ox AssTrAcTs. FY-82: none
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DAT.: Oct 1982 I WORK UNT UO. 1905 ,',TUS: I Rn1 X F_

STARTI.' DATE: 27 Sep 1977 DArE OF COc.0LETIC3: 1983

KEY IOaS: Neisseria gonorrhoeae, local immunity _ _ _I

TIE CF PROECT: Local Immune Response to Neisseria gonorrhoeae in Humans

PRICRI?X-. Lv.STICATORS: EDMUND C. TRJAONT, COL, MC

John w. isseg, MAJ, MC

ASSCCIATE 1tESTIGATOR(S): Jennie Ciak, GS-12

FACILITY: r. '-- DlPr/SVC: Infectious Disease Service
-------------------------------------------------------------- - [-

ACU.JATIvE i .DCAS: COST: ACCUIVJ.ATIVE CC:iiRACT Cosr: ArCWUULAT VE SJPPLY COST:
$20,00.0 1 1,00.00 - 15-.092.00

FY-83 MS-: CONTMCT COST: SuWpLY COST: DATE OF Cc.I!-TEE /LROi.AL 0;
$1 ,000.00 .NNUAL PNo.sss REPORT FfJELBgL1q

STUDY 03JECTIVE: To study the local immune response to mucosal infection
with N. gonorrhoeae or to immunization with a gonococcal
vaccine.

"I t A,.C, o. ptO':Male and female local secretions are collected following
natural infection or immunization. Antibody levels are measured by ELISA
or SPRIA. Functional antibodies are measured via the inhibition of attachment assa,

PNo ss iajp r. FY-82:

(See attached sheet)

tks'ER OF SmJECT$ SmDi: All human subjects immunized under separate protocol

FY-82: TOTAL. (TO DAT): BEFO.RE CO.'e'LETIO.': 0.r STu.:)y:

S..i.IJSAhkEECTED S-E DFECTS III SU3JECTS PARTTICIPATING It# POJ-CT(IF I:E S-3 STATE):

-NONE

Co':aUSI oS: These findings suggest that a gonococcal pilus vaccine

may be efficacious in preventing gonorrhea.

-')SL':CAT|O.4S O ABSI,,ACTS. R-82:
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Progress during FY-82:

i. Monoclonal antibodies were raised which are specific against N.
gonorrheae pill (the gonococcal vaccine). These antibodies are
to be used to study the antigenic heterogeneity of gonococcal
pill.

2. Local antibodies induced by the gonococcal pilus vaccine were
further evaluated and found to bind to heterologous pill. These
antibodies also inhibit the binding of homologous and heterologous
strains" of N. Zonorrheae to epithelial cells.

3. The "functional" antibody which inhibits binding of heterologous
strains to human epithelial cells can be absorbed by a single
heterologous strain. This suggests there is a common determinant
shared by many gonococcal pill which reacts with a functional
antibody indiced by a single pilus strain.
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DATE: 25 Jan 81 14ALNIT NO3.: 1908 JATUS:' Ii1TRM~ X F WI:,-

Sm.TARi:. DATE; 4 April 1978 DATE N: COVILEr101:IKJ-12u

KEY ILccDS: I Pimaniaeis: treatment: - ont-a at -;~t~a -Ppntnstam

TITLE CF POX.cT Evaluation of. sodium stibogluconate (Pentostam) in the
treatment of cutaneous leishnianiasis.

NWI.CIAL. ThierICAR' S) : ('harl ~Nr pr M4 n, I Ir Mr
I ramont, 1L., CantilOl , L.J., HenorICKS, L.U.,

ASSCCIATE kIvEST1.ATORt(S): Pampl n - Chul ay .

FAcILITr: IWMC DEWr/S: Medicine/ Infectious Disease

kcLu.-rTivE r2OCkAZ COST: kCm*LATiv;E CONTRXTc COST: AUAATIVC ijPPLY CosT:
0 0, _1_$49000-.00

FY-83 tEAE: Co.iTpAcT COST: oooo6Co DME O= Cc:'-,1r.Ez A.-R~A 1

SruoY 03 =_crIv.: a To evaluate the efficacy of different regimens of sodium
stiqofluconate (Pentostam) for the treatment of cutaneous Yeishmaniasis. (b)
To observe-fo mogten seguelae of leishmianiasis and its treatment in i personne
TEM41-0L A.-MOAC1f: Unchanged

Ppos.qss kat.~ FY-82:

tkXISE OF SIJ3JZCTS STUDIED:
FY-L2: TOTAL (TO DATE): BEFORE CcaNPLErION Or Sr'..,y:

SE:Rtous/UNc_*EcTEO SiwD= Ei;Ecrs irt Su~jz-Crs PARTiCIPATIM~ Itt PRJECT( F 03:Na SO STATE):.

None
CC:LU3 IonI:

See inclosed write-up

PuaLicATio.-4s oa ABSTPACT S. FY-82:
See inclosed write-up
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Work Unit #1908

Protocol: Evaluation of Sodium Stibogluconate (PentostamR ) in the Treatment
of Cutaneous Leishmaniasis.

Investigators: Charles N. Oster, M.D., LTC, MC
Jeffrey D. Chulay, M.D., LTC, MC
Jonathan D. Berman, M.D., MAJ, MC
W. Ripley Ballou, M.D., MAJ, MC

Since 1978 we have seen 59 patients with cutaneous leishmaniasis. 55 had
American cutaneous leishmaniasis: 50 of these acquired their disease in
Panama. Among 34 patients with a short period of exposure, the incubation
period ranged from 4-81 days. Diagnosis was delayed an average of 90 days
after onset, due to a combination of the patients' delays in seeking medical
attention (36 days), physicians' delays in suspecting the right diagnosis (38
days) and delays due to difficulties in laboratory comfirmation of this
diagnosis (16 days). Fifteen patients had atypical, non-ulcerative lesions
that would not have been recognized if leishmanial cultures had not been
obtained. Only 30 of 54 patients (56%) were cured with the initial course of
sodium stibogluconate. Lesions larger than 2 cm diameter were less likely to
respond than smaller lesions (40% vs 89%, P=0.016).

Pharmacokinetic studies of our patients (Pamplin, et al) demonstrated
very rapid clearance of sodium stibogluconate. Therefore, when giving this
drug on the standard once daily schedule, measurable blood levels are present
only for the first 6 hours of each day. On the basis of this data, we
speculated that the poor rate of response to treatment was due to the
administration schedule. We tested this hypothesis by randomly assigning
patients with leishmaniasis to receive sodium stibogluconate by three
schedules: A-once daily, B-continuous infusion, and C-eight hourly. All
received 10 mg/kg/d, to a maximum daily dose of 600 mg, for 10 days. 36
patients were treated under this protocol. The overall response rate to the
first course of therapy was 63%, but was better for schedule A (100%) than B
(50%) or C(42%) (P=0.006). Seven additional patients were treated
concurrently with the standard, once daily, sodium stibogluconate schedule;
only 4(57%) of these responded to the first course.

We are unable to explain the difference in the rates of response between
the identical, once-daily schedules, A and standard. Patients with lesions
larger than 2 cm diameter were equally distributed between the groups. We
have speciated the parasites isolated from 20 of these patients using
isoenzyme technics: 9 were L. braziliensis, 7 L. mexicana, 3 L. chagasi and
1 unique, as yet unidentified organism. The response to treatment was lower
for patients infected with L. braziliensis than with the other species (2 of 9
vs 10 of 11, P-0.003). L. traziliensis lesions were also larger (3.6 + 1.4 cm
vs 1.7 + 1.1, P 0.005).- Therefore, it is not clear whether the low response
rate oT the L. braziliensis lesions is due to their larger size, or to some
other property of this species. L. braziliensis patients were equally
distributed among the treatment groups; therefore, chance assignment of fewer
L. braziliensis patients to group A does not explain its better response
Fate. Also, clinical treatment failures do not appear to be due to parasitic
resistance to sodium stibogluconate (Berman et al).
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Work Unit #1908

Our experience with patients with cutaneous leishmaniasis has identified
several problems which we will investigate:

1) Diagnosis: The lesions of American cutaneous leishmaniasis often
contain few parasites. Consequently, demonstrating the organism by the
currently available technics (histopathology and culture) is a laborious,
frequently unrewarding task. We will investigate newer technics of hopefully
greater sensitivity: monoclonal antibodies, K-DNA probes, and Western blot
analysis of antibody response to specific antigens.

2) Treatment: Our overall success rate of 60% with one course of sodium
stibogluconate is inadequate. We will investigate whether higher doses of
sodium stibogluconate can improve the response. Furthermore, using the
technics mentioned above, it may be possible to rapidly identify the infecting
species and thus prospectively study the relationship between the species and
the response to treatment.

Abstracts and Publications:

1. Pamplin CL, Desjardins R, Chulay JD, Tramont EC, Hendricks LD, Canfield
CJ. Pharmacokinetics of antimony during sodium stibogluconate therapy for
cutaneous leishmaniasis. Presented at the American Society of Clinical
Pharmacology and Therapeutics. New Orleans, 1981.

2. Berman JD, Chulay JD, Hendricks LD, Oster CN. Susceptibility of
clinically sensitive and resistant Leishmania to pentavent antimony in
vitro. Am J Trop Med yn 1982: 31:495-465.

3. Chulay JD, Oster CN, Hendricks LD. American cutaneous leishmaniasis:
clinical presentation and problems of management. Manuscript in preparation.

4. Oster CN, Chulay JD, Hendricks LD, McGreevy P. Pamplin CL, Tramont EC,
Takafugi EJ, Canfield CJ. American cutaneous leishmaniasis: a comparison of
three sodium stibogluconate (Pentostam ) treatment schedules. Manuscript in
preparation.
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DATlr: 7 Oct 82 UR l. 191 UnLiiZiiiiiI Aru 7 INrO XX F ;I.
STARTI:. DATE: 27 Feb 79 DATE CF COC-LETICWI Extended

KEY____________ ___________________

TITLE CF PPo.JECr: In Vitro Inhibitory Ai~tivity of a Series of 2-Acetylpyridine
Thiosemicarbazones Toward Clilpically Significant Bacteria

PRZ'CI?.x bug-ST[GATORCS): Arthur S. -Dobek. Ph.D.,

ASSigATE IrN'E.STIGATO(S): Daniel i. Klayman, Ph.D. J. Bruce McClain, MD, MA.!

* FACILUFY: WIRC DE/SVC: De artment of Clinical Investijation

* karA-,va ?EOCAE Cosr: kw- n-PATIc COlTR-crX COST:. kC1W10_ATLV- SUPPLfY Cos:
.$381.09

FY-83 FEWSE: Co1'4mAcr COST: SJPPLY COST: DATEOF ct''ti-r:
________ ______ k#u40 PR0sa~ss RemR FE2Z5 198 3

STUDY OBJECTIVE: To determine the in vitro inhibitory activity of a series of
2-acetylpyridine thiosemicarbazones and related compounds toward
a collection of clinically significant bacterial organisms.

TECHNICAL APPROACH: The minimum inhibitory concentrations (MICs) of the 62

compounds tested have already been reported in the FY 81 annual progress report.

PROGRESS DURING FY-82 The serious illness of one coauthor (DLK) has interrupted
the completion of a report for publication, specifically that aspect concerning
the interpretation and significance of the chemical structures as related to their
MICa. In the meantime a request for a time extension of this protocol has been
submitted and approved so that the MICs of classes of water-soluble thiosemicarbazones

NUMBER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF STUDY~ N/A

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT; N/A

CQI!CLUIOiQ~i 1. Completion of the report for publication will be accomplished as
soon asit is feasible. 2. The water-soluble thiosemicarbazones

are being chemically synthesized and will then be tested in vitro.

PUBLICATIONS OR ABSTRACTS, FY-824 Abstract was published and data presented at
the annual meeting of the American Society for Microbiology, Atlanta, Georgia,
Mar 7-12, 1982. Abstract title: Inhibition of Clinically Significant Bacterial
Organisms In Vitro by 2-Acylpyridine, 2-Acetylquinoline and 1- and 3-Isoquinoline
Thiosemicarba-zones. A.S. Dobek, D.L. Klayman, E.T. Dickson, Jr. and .7.P. Scovill.
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DATE: 16 Dec 84 ,. iT o.: 1913 Sr,', s:' I fr.Rmrj F r.L X

STARTI:Z DATE: 22 Jan 1980 DATE OF COLETION: Dec 82

KEY Ibos: Antibiotics/bacterial susceptibility/resistance mechanisms

TITE CF PROJECT: Laboratory investigation of new antibiotics

PRINCIPAL I:'ESTCATOR(S): Charles P1. Oster, LTC, MC: Alan S. Cross, LTC, 11C
Sdwund C Tramont. MD; Arthur S. Dobek, Ph.D. John .
Ks T ) r AD: Denn is, Koecko. Ph.D.. Ronald K. Poropatlch, M.S.

FACILITY: WRA"IC DEPT/Svc: Medicine/Infectious Disease Service
ACT ACCLATIVE CG:TRACT COST: ACCUM'ULATIVE SUPPLY COST"

0 0T $13,500.00

FY-83PEV&: CONTRAC T : Sf CDATE 0 CacIMrrrEE APPRO' ALr
0$ 7,500.8b0 1WU PP~OGRss REPoRrFE 2 5 1983

_________ To investigate the in vitro antibacterial T new
antibiotics against-l5aror'a isolated from patients at WRAMC.

2. To investigate the mechanisms of bacterial antibiotic resistance.
ltH,!CAL ?PROAcH: In vitro antibacterial activities of antibiotics are determined

T-iing--tandard agar-dilution techniques.

PRO!REss DuRvir, FY-92: See final, report inclosed, which is in the form of a manu-
script entitled "Susceptibility of antibiotic resistant Gram-negative bacteria to
hta-lactamase-stable ceohal osorins" which we have submitted to the Annals of
&fgeER OF SJ JcTs STaruI: Internal Medicine.

FY-82: TOT TDATE) BEFORE COWtLETIO, OF STUDY:

SPRIOUSAItkexECTED SIDE EFFECTS IN SU3J-CTS PARTICIPATICG Irl PROJ-CT(IF I. :IONE So STATE):

Co.xc'iotis: Based on in vitro susceptibility testing ceftazidime and cReoperazone
may be useful for the treatment of antibiotic-resistant Pseudomonase aeruginosa
infections; ceftazidime and ceftizoxime may be useful for antibiotic - resistant
Enterobacteriaceae infections.

PUBLICATIONS o. ABSTRACTS. FY-82:
Dobek AS, Oster CN, Cross AS, Dickson ET Jr. Susceptibility of antibiotic
resistant Gram-negative bacteria to beta-lactamase stable cephalosporins.
Submitted to the Ann Intern Med.
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DATE:25 Jan 8311 4%.'% r tca.: 1914 SrATus" :Ir.-,. X Fi:__

STAqRi":. DATE: D, ITE 0 CUPLETIO'I:

KEY $o~os: Prophylaxis; antibiotics; joint arthroplasties
TLE cF PPOJECT: The evaluation of Ceforanide (IND 12762) vs Cephalothin, ad-
ministered by the intravenous route, as prophylactic agents in patients under-
going hip or knee arthroplasty.

Pa.ccP.AL I. ,,.rcxtrR's): Edmund C. Tramont, COL, MC

ASSCC[ATE f!'VESTGATOR(s): MD Tremaine, CN Oster, JW Boslego, WM Berger, ER McKinstry
FAcILI,-Y: 6RA;"-C IDEPr/S,;c:Med/IDS & Surgery/Orthopedics

------------- -1-----------------
kaX*L..AtvE _C 0 CoT: kctU_%ATCrvE _C~c _TRAC T Cos3t: AWC'SIULAT[VE SUPPLY COST:n c--o _ _. ( . 0

FY-83 I'ECCA: CONMACT COST: SUPPLY Cost: DATE OF C ',ITT.E APPROAL OF
_.0_- 0 . _ I ANNU P,,,OG.R-SS REPo RT 6 Jan 1982
- ----- -- -------- ---- - ----------- -- -

STuoY 0ajacriv: To compare the effectiveness of cforanideandcephalo-tf-n-in
preventing infection at the operative site in patients undergoing hip or knee
arthrool asty.
'M-2.4!VLA'PRO;2CH: A prospective, double-blind comparative study of antibiotic
prophylaxis.

PRos:3. , FY-82: A total of 87 patients were enrolled. The study has
been completed. Data analysis is underway.

fJ lIER OF SU3JECTS STUDIED:

FY-82: TOTA (to DATE): 87 B.FORE CCQPLETIoN, O. S'-,Y: 87

SER.OUSA-tr-XPECTED Si-Dc EFEcTs III &J3J-CTS PAKTICIPAFG III Pill-=CT(IF E.?:"; SO STATE):

None
CO;:CLUVOas: Overall infection rates between the ceforanide and cepnaioihtn
groups were similar. A final report will be submitted when data analysis
is completed.

PuBLIcAroIs oa AssrActs. FY-V:
None
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DATE: 26 Jan 8A I tZ!T G O.: 1915 St,',us'- bTill. X F i::

STXrTI:.*.. nATE: 1 Oct 1980 DATE OF COY FT1e:I: 1984

KEY OPDS: Fibronectin a-ay
TITLE CF PPoJZCT: Fibronection Levels in Critically Ill Patients

P,?If:C!L'X. 1:S1-"Tr. Tc : Jerald C. Sadoff

Asscct ATE |t'VESTIGATO(S):

FACILITY: .2-C I DEPT/Svc: Medicine/Infectious Disease
- ----- ----------- - - ------ --- --------------

kciarrz~ '~Cor: ACCUMLATV Co:TACT COST: kc~cI$:,uLATvP- SUJ?PLY COST:

FY-83 VFfDI: Cot.rCT COST: S2PLY COST: DArE o- CC :,9TTTEf APPOVAL OF
___0__. n k0i u. PRoi,--ss REpc.r as

----------------------- ---- ------- --

STUoY O3JEC-: TO determine the role of the level of fibronect-i'n-'--F-cally
ill patetl-as a predictor of survival or complication, and its relation to various
canditinns including transfusions and sepsis. by prospective collection of sera.
TECHCVL k-PROADH: Unchanged from original protocol.

PRorzss Duait:. FY-82: No progress has occurred during FY 82 because of a combination
of personnel problems combined with more immediate obligations of WRAIR duties.
we antirinatp cnmpletion of protocol in FY 84.

U.S ,-- O &JECTS S-UnjDjE:

FY-82: ToTAL. (TO DAT.): BEFORE C-,.ETiO, ' O7 STuY: 300

SERPIOUS/'IECTEO Si.oE EFFECTS Ill "!3,J-CTS PA.TICIPAT:G Irl PROJ-CT(IF P'3;zE SO STATE):

None
Co:Lusbt2Is: Pending

PuBucATo'mS O. ABSTRACTS. FY-82:

None
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DATE.: 25 Jan 831 I;t tnWT 1c..: 1917 jS !Tus" fi;zj:.j X Fwc.,.

STARTI%; DATE: 24 Feb 81 DATE OF CUVPLETIO:I: 1983

KEY 1O.Ds: Antibiotics/prophyl ax is/neurosurgery
TITLE CF PROaCT: Prophylactic antibiotics in neurosurgery: a prospective,
randomized, double-blind, and placebo controlled study.

PRI;:cCAL Ir ViT[GATCR,S): WJ Morris and CN Oster

As$=IATE [MiVESTIGATOR(s): ED George. DE McDowell, AS Dobek, EC Tramont, ER Mckinstry

FACILITY: EC DEPT/S',c: MedlIDS Surgerv/Neurosurgery

kcuwuv.-T PISCASE CosT: Accu a.Ai(VE CCNT~RAC COST' ACC'S:ULLAT I VE SUPPLY COST:
0 L0 $1,1000._00

FY-83 iS2CUSE: C oNTPA.CT COST: SJ.PLY COST: I DATE O- CC,)I T-ITK AROEan
0 0 $1,000.00 ANUAL PROS-ss REPORT b 3 an 1982

STjOY 03JECTIVE: To determine the effectiveness of prophylactic antibiotics
in preventin infections at the operative site in patients undergoing neu-

'x. v- ,t : Prospective, double-blind placebo-controlled trial of
prophylactic antibiotics.

P, i:ss D .v+[r FY-82: 200 patients enrolled in the study. Overall infection
rates were similar between antibiotic and placebo groups.

t4BROF SIJ3j:-CTS STUD IED:

FY-82: 116 ToTAL (To DATE): 200 BEFORE CC:,.t-rT[O.X oF ST-uy: 220

SERpIOUo3usEXPECTED SrMoE EFFECTS Ifl SJU3JCTS PATICIP'rIi'G I P IF ro:,E s* STATE):

Nnna
Concws:o.ons: The study will be terminated after 220 patients have been en-
rolled. Data will then be analyzed and a final report submitted by July
1983.

PuLIcATtb.xs o. AsSTPACTS. FY-82:

None
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" .:_4Jan 83 1918 X
t1 July 1982 July 1983

S. aureus colonization, nosocomial infections . ..
Colonization of newly arrived housestaff members with

S. aureus and its role in the development of Staph septicemia.

Ba-lw. W. R,

*.. .* .,Cross, Alan

_.x - Infectious Disease

........................

_____-- 5-- __

Si:_ -- Y F Jc r'F: To determine rate of S. aureus colonization among newly arrived
housestaff and by phage typing to identify kinetics of introduction with specifics.

'-- - Phage type into population.
nasal swabs - culture - phage type - analysis of data.

...... .- Cultures completed, analysis of data underway

FY-..': 56 *( 56 . 56

None

C. :. 35% carriage rate by phage typing, several identifiable types
are predominant, have a possible role in serious nosocomial illness.

• .t.-* .... . . ji. . :. ..

None so far.
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DATE: 4 Nov 82 IWORK NIT NO.: 1919 STATUS: Fi'i.Rt,. Fi::. F _;._

START .G IATF: 1 Nov 81 }ATF nF CCdc4ETION:

KEY lbos: E. coli K1 Meningitis Monoclonal Antibody

TITLE CF PROJECT: Ability of Monoclonal Antibody against E. coll KI to Kill Ki-
Positive E. coli in the Presence of Neonatal Neutrophils, Using Neonatal Sera
or CerebroispinaT Fluid as a Complement Source

PRI:CIPA_ IW/ESTIGATORWS): ALAN S. CROSS, MD, LTC, MC

ASSOCIATE INVESTIGATO(S): W. HENRY WOOLDRIDGE, MD, LTC, MC

FACILITY: VPPC XXX I DEPT/Svc: Medicine, (ID) and Pediatrics
-------- --- - ------------------- ------------------ ---

kw Aiv E CASE COST: ArccwutaTiva CO4TRACt COST: kwCL-xiaTLV SUPPLY COST:
0 0 .0

FY-83 i" tS.SE: CONTRACT COST: SPfPY COST: I DATE OF C"U'7IrEE APPROVAL OF
0 0 0 I k#UAL. PPOS=ss REPORT

STUOY 03J-ECTIE: To see if monoclonal antibody against important noiiiaET-

antigen would work in vitro with components of neonatal immune system.

1MCHN'C. APPROACH: In vitro phagocytosis with PMN from adults and cord
blood, with adult and neonatal complement sources. Use monoclonal
prp arpd by Dr. Wendell Zollinger. WRAIR.
PRO oRss DiJar, FY-82: Essentially have shown that the monoclonal antibody
works with cord sera and cord polys, but not with spinal fluid as a
comiplement source.
raLxr,' OF S J-Crs STUDIEa:

FY-82: 15 TOTAL (To DATE): 15 BEFORE CO.PLETIO, W- STUDY: ".17-18

SERIOrJSAJIEXPECTEO SI.DE EFFECTS IN SU3JECTS PARTICIPArIG IN Pi1WzCT( ; f.,-2- SO STATE):

NONE

CO:CLU$OINS: This monoclonal antibody, if it is to be effective in the
treatment of K1 E. coli disease, must work at the bacteremic phase.

PULCATOnS Oa ASSTRACTS. FY-82:
Ability of monoclonal antibody 2-2-B to kill K1 positive E. coli in con-
junction with cord blood neutrophils and sera and neonatal spin-' fluid.
Abstr. #155, 1982 Interscience Conferences on Antimicrobial AgenLs and
Chemotherapy, Miami, Fla., 1982.
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--15 Dec 32iV 1 1920 .:

-. October 1981 October 1984

~> ~>-:.:Fever Environmental Cooling

II It~ L .L i Environmental Cooling and survival in Rabbits Infected with

P. multocida,

- ''": McClain, John B.L. .

-~....A' Herald, William--. -

~. . ,- Infectious Disease Service

v L ox:.A3,545QQ0.

$3,550.00 ESJ5-MI9

cr'F To determine if environmental cooling has a good or bad -

efect on infection in rabbits.

We are exposing infected rabbits to cool environments
and measuring survival.

Li.'1'. Please see attached sheet.

No

Co~cu3::3: We have developed a rabbit model which shows trends that seem

to indicate that environmental cooling may increase the mortality of

infected animals.

77 CJ23c' A Y: None
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PROGRESS REPORT FY '82

Work Unit: 1920

1. In the last twelve months operative procedures were performed on 26
rabbits. Three rabbits died in the perioperative period probably as a
result of the surgical procedure.

2. NUine animals were used developing the correct innoculum for an LD-50.

3. Seventeen rabbits were used in a pilot study of the model to adjust
the temperature of the environment and the innoculum for the correct
LD-50.

4. The survival data from the Pilot study:

Conditions # of Animals Survival Time

Cooled (90C) 3 74 hours

Infected (107-bugs) 5 80 hours

Infected & Cool
(10 -bugs + 90C) 5 37 hours

Neither 2 96 hours

5. The study was interrupted by difficulty obtaining approval from the
Animal use committee at WRAIR. We have amended our protocol and upon
receiving authorization will proceed with the rabbit study.

6. Funding - In FY 82 the following expenditures were made in support
of the protocol:

a) Disposable supplies (tape, sutures, etc.) Cost - $ 801.00

b) Capilal items - Recorder, Recording thermome-
ters. Cost - $2744.00

7. Animal. used in the original pilot study were obtained free from an
expired orotocol at WRAIR.
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DATE-: 2 5 J an 831 Va-,, Inr to.: 1921_ - SlTts:jT-lLl-L

STAcRTl-.'G DATE: 1982 DATE OF CQ-1;LET1C:1I:- 1985

K~j;, -.s: Macrophage, Leishmania; lymphokinis; intracellular infections.
TiTLE CF PPOJECT: Human macrophage activation for the killing of Leishmania
donovani.

PRINCIAL IN~VEST IGATORS): Day id L6 Hoover and Charles N. Oster

AsscctATEF IN':ESrrcAo(S):

FACILIT-Y: DP/y: Medicine/Infectious Disease
---------------------------------------

ACcIuw.ATim EBV E -i' CS T: ACCUMUJLATIVE Co:TRAcT COST: kcC'J;:'JATtv=S SJ2PLY COST

FY-8-3 1111USE: CONTRUcT CosT: Supsi..v COST: DATE 0.: Cc. - i mE PPOAI

SmD-0y -3JE-CTE-VE: 1-) To inv-est-igate m-acro-phage--para-site inte-ractions using
Lei~hmanip as a model for ignra~ellu1arliyfec~~m. 2) To learn how to
activate h uan macrophages for intracellular 1 ing.

Ppcsa:ss O'w3FY-82:

tix-SER OF S'J3J-zCTS STUO LEO:

Y82 15TOTAL (TO DA~TE): 15 BEFOPE Cc> oLErmON W S%,,y:_200

SEPIoUS/UNx.'ECTED Si-ozs EFFECTS in Su3j=-C-s PAarjcIp.:TrjfG 1,1 pioJ-CT(1F NON SO STATS):

None
CCcLUSION~S: See Attachment

PUBLICATIONlS oa~ AssTm~crs, FY-82:
See Attachment
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Work Unit No: 1921

PROJECT TITLE: Human Macrcphage Activation for Killing of Leishmania

donovani;

PRINCIPAL INVESTIGNTORS: David L. Hoover, M.D., MhJ, MC

Charles N. Oster, M.D., LTC, MC

Prior work performed in Dr Carol's Nacy's laboratory has characterized

the interaction between leishmanial amastigotes and murine

macrophages. To test the applicability to a human system of concepts

of intracellular killing of Leishmania by murine macrophages, we have

initiated a program to examine parasite-macrophage interactions using

human cells.

Initial efforts have been directed toward locating appropriate

sources of human mononuclear phagocytic cells and establishing systems

to investigate infection of macrophages or monocytes and subsequent

intracellular replication of parasites. We were interested in

obtaining purified monocytes for use in suspension cultures, since the

large number of lyrphocytes in Ficoll-Hypaque-separated mononuclear

cell preparations interferes with accurate light microscopic

evaluation of infected cultures. In the first series of experiments,

monocytes were purified by counterflow centrifugation-elutriation of

Ficoll-Hypaque-separated mononuclear cells obtained from volunteers

undergoing leukapheresis. This procedure resulted in a preparation

containing about 108 monocytes, approximately 85% pure, with

some lymphocyte and neutrophil contamination, but required 10-14 hours

for cell collection and separation. Moreover, cells could not be

separated without contamination by potentially endotoxin-containing

fluids. Although cell viability was excellent, monocytes had deformed
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Work Unit #1921

membranes and were sticky. We therefore investigated methods of

separating monocytes from Ficoll-Hypaque mononuclear cell preparations

using continuous Percoll gradients. This technique resulted in 4-15 x

106 monocytes from 50 ml of blood, with purity of 60-85%.

Using either elutriated monocytes or Percoll-separated monocytes, we

have defined the kinetics of infection and intracellular replication

of the parasite, demonstrating that organisms are rapidly taken up

during the firsc 4 hr. Log-phase replication then occurs for the next

60 hr. In order to determine conditions that optimize the growth of

parasites in our system and to provide a basis for further studies of

lymphokine-mediated intracellular killing of the parasite, we have

also begun to examine the effect of normal and immune serum on uptake

and subsequent intracellular fate of parasites in macrophages in

suspension culture. Fresh human serum has been shown to kill

prcmastigotes but not amastigotes of L; donovani: the effect of fresh

serum on amastigotes and prcastigotes of L; tropica is not known.

Also not known is whether immune serum influences the interaction of

human monocytes or macrophages with parasites.

Preliminary studies have also been performed on the

mechanisms of activation of human monocytes for the killing of

Leishmania; These results have not been encouraging, although others

have demonstrated that L; donovani can be killed by monocyte-derived

macrophages exposed to lymphokine-rich supernatants of lymphocyte

cultures. A number of sources of mediators must be examined before we

can conclude that monocytes are refractory to lymphokine-mediated

intracellular killing; studies in the urine system, however, suggest

that young mononuclear phagocytes, including blood monocytes, respond

poorly to lymphokinns. 272



Work Unit #1921

To overcome the potential problem of unresponsiveness of human

monocytes to lymphokines that mediate intracellular killing, we have

also initiated studies on human peritoneal cells. Macrophages have

been collected from women undergoing diagnostic laparoscopy.

Preliminary data indicate that these cells will support the growth of

L; tropica; Characterization of these macrophage populations, however,

suggests that most samples represent a mixture of resident and

inflamimatory macrophages, even in wcmen who appear normal at

operation. As previously noted for murine cells, peroxidase positive

human macrophages are more susceptible to leishmanial infection than

are peroxidase negative cells. The ability of these cells to respond

to lymphokines for intracellular killing is currently being examined.

Our efforts are currrently being directed toward continued

survey of cytokines for activities that enhance microbicidal activity

of human monocytes and peritoneal macrophages. Once such mediators

have been detected, we also intend to investigate the mechanisms of

their effect and potential modulating effects of antibody in

intracellular killing by lymphokine-treated macrophages and monocytes.

Such studies may have considerable relevance to the development of

immunotherapeutic regimens or vaccines.

Unpublished abstract:

Oster CN, Hoover DL, Nacy CA, et. al. Leishmania tropica growth in

purified human monocytes and human peritoneal macrophages. 31st Annual

Meeting of the American Society of Tropical Medicine and Hygiene,

Cleveland, OH 1982.
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[p..l7 Dec 82 ~ 1922r -

TAITV. .. A: May1982December --1983~-

Crt'CJ..~ Serologic examination of Lyme Arthritis Sera - Correlation
with ininunoflourescent

.. J..Bruce McClain, A. Dobek

f,,~LAY: ).*.* ar">; Infectious Disease Service

U. 5OD-0(projectk) FEB 21a
~ To develope an ELISA for Lyme organism.

See attached sheet.

£ 2 K'2002

We have developed Iniunoflourescent technique and ELISA for
cQ.tection cf antitb dies to Lyme Arthritis organism.

~ *':., .. ~~:'None
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PROGRESS REPORT FY 82

Work Unit - 1922

1. We have received the Lyme Arthritis organism and have been able to
propagate it in vitro.

2. We have innoculated 12 rabbits with Lyme organism and adjuvant and
have been able to demonstrate seroconversion of the rabbits by use of
Indirect Immunoflourescent Technique. We have performed blinded tests
on the same rabbit sera and have been able to detect pre and post immu-
nization sera in a blinded fashion.

3. We have received serum from Dr. Jorge Benash in New York who has
documented a Positive serologic reaction by indirect immunoflourescence
in a patient with a compatible clinical syndrome for Lyme disease. Using
that sera we have developed a sensitive enzyme linked assay which can de-
tect antibody out to 1:20,000 using whole spirochete as the antigen. We
have tested two sera from patients and found one of them to be positive
by our assay.

4. We plan to perform the assay on the sera of 300 recruits from Fort
Dix New Jersey to develop a standard curve of the amount of antibodies
present.

5. We plan to develop a flourescent assay for the Lyme arthritis organ-ism.

I7
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_~Y7D~e ~ 1923
May. 19&2 -. .December 1922

Trinmethoprim -__Sulfisoxazole,
TLE CF :.22.j.t: Triniethoprim -Sulfisoxazole rifampin synergy in resistant
gram negative bacteria.

r -S) Bruce.McClain . -. . . .

.~- ~A: Dobek

_____ _Infectious Disease Service _

~ ~u~rI.:: To determine if there is frequent synergy between
TMP/SMX and Rifampin.

'ilK '-"""*Do synergy studies.

See below.

C: C~ j~: Synergy between TMP/SMY and Rifampin in a library of resistant
organisms at this hospital is not common.

Progress During FY-82:

1. We have examined using the methods described in the protocol around
600 organisms for synergy between TMP/SMX and Rifampin. We found synergy
in 5% of isolates in the therapeutic range of the agents being examined.
This combination may occasionally be useful but it is so infrequent that
the phenomenon is not reportable.

2. We would like to close out this protocol.
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DATE: 8 Oct 821 V01 &OIT (1].: 2000 S furaim x F

STARTI:.G aTC: 1978 D.TE Plr CrW4ETION" Indefinite

KEY OS: Stnmarh- RIrgiary, rsrana'ati"Al ppi

TITLE CF PRODUCT: The effects of gastric surgery on the release of pancreatic

polypeptide

PRI:CIPAL It.'.STIGATOR(S): John W. Harmon, LTC, MC, USA

ASSOCIATE NIVESTIGATOR(S): Lawrence Johnson, COL, MC. Ian Taylor

FACILITY: ,bPr I DEPT/Svc: Surgery - Medicine
-- -- - - - -- -r- - - - - - - - - - - - - - - - - -

kXI.AATIVi a'CCCAS . Cos CONTRAC OST: ACCUMULAT I VE SUPPLY CO -D
None /

FY-83 PEFW K: CoTnACT COST: SUP LY COST: DATE OF CC1. '1I. ,cE APRO't
I , A.% JL .P OS -_SS R PORT 9 F2 5 198 3

STUDY O3JECTIVE: To determine the roles of the pancreas, the gastric antrum and

the vagus in the release of gastrointestinal peptides

-ICHN;V.. haPROACH: To compare serum levels of GI peptides in response to a

meal, before and after gastrointestinal surgery.

PROGReSS &JLI:G FY-82: 6 additional patients were studied. 4 of these patients

had Zollinger Ellison syndrome which adds another potentially important aspect
rn thin study.
NXlB _R OF SUZ3JECTS STWUIED: Indefinite

FY-82: Tor. (TO DATE): BEFORE C-, LETMO" O.7 STUrY:

S.R-OEUSAIPExECTED SIDE EFFECTS IM SUMJECTS PATICJPATJ"G I PoJ--CT(IF I:DE SO STATE):

None

CaNCLU3IO2; Satisfactory progess

PUBLiCATIOnS O. ABSTRACTS, FY-82:
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lp

I,\TE: 19 Jan 8 r N .: 2002 rTUS: INTERI FI:;- x

STArT.'G DATF: 1980 PAI" : C(? (lI E TIO: Indefinite

KEY ;&>S: Pancreatic Surgery, insulin

TITLE CF PROJECT:
PANCREATIC ISLET PRESERVATION

?PI'.CI.PL I;r.,TIGATOR'S): John W., Harmon

Assccc(AT I IV' sr CArOR(S):

FACILITY: lf4IC - D Pr/Svc: Surgery

AcmU-I'..ATiVE DCA COST: ACCU4V-UAT1Vz CONTRACT Co3r* /,CU-1ULATIVE SUPPLY COST:
none none I

FY-83 E EJS: COrnAcT COsT: SUPPLY COST: DAr. OF CCr. 'TIiM ,PROVAL O
none none A.4U'4U'L Po--ss REPORr FIR2 5ooj

STUDY O3JECTIVE: To develop methodology to preserve pancreatic islets

for transplantation

T c:*;;L Aee~o~C'i: To cryopreserve pancreatic islet tissue obtained from

surgical specimens.

P.c '- s Djiixic FY-82: No progress was made on this protocal because the

original principal investigator left the army and

no one is now available to carry out the work.

V:"ER OF S:JaJzCTS STUOIED:

FY-82: none TOTAL (TO DATE): BEFORE CcO:+-LET[O 'o O STUOY:

SEIOUJ/UNEKxpECTED S:D EFFECTS IN SU3J-.CTS PATICitrIf,G Irl PoJCT(IF NONE SO STATE):

none

CO:';CLUSI l 0.:

none

F'UoL:cATIO:Is X! , SrCTS, FY-82:

none
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DATE: 5 Oct 82 1~1NT NO.:- 2003 Srurusi !NTRIH x F~rA

Sr~T1-. DATE: 1980 flAT; nF (CWLETION: rndefinite

KEY IORDs: Neogut, short bowel syndrome. gas rointestinpgl Surgery

TITLE CF PRO.JECT:
Use of copolymer as a lattic for growth of neogut

PRIN:CIPAL INHVSTIC.ATOR(S): John W.. Harmon, LTC

AsscIATE bJIESTIGATM~(S) A.hi. na CPT, MC

FACILITY: UINPIC DEPT/Svc: Surger

- ---- ------------ ------- ------ -------- - -- ------------------

Srjov N3JxcTmr:
To expand the surface of the small intestine

1ECHHICAL APpoACH:

To develop techniques in rabbits to grow small bowel mucosa

PpoGsq~ss Dp..r' FY-82: A method was developed to grow small bowel mucosa on
abdominal wall pedicle flaps. Studies using this tech~ique were published
In Rurgay 91w293-10(1- 1Q8?
tJl2ER OF SU3jiLCTS STuDIED: N/A

FY-82: TOTAL (To DATE): BEFORE CoC1..ETIoN, oF SrU-,y:

SERIOU3AkNiVECTED SIns EFFECTS IN SU3jz-CTS PARrIIPATru:G IM PROJECT( IF iJONE SO STATS):

N/A

Satisfactory Progess

PuaLicATo4 IOtt ABSTRACTS. FY-82:
1. Surgeg~ 91: 293-300, 1982

2. Surgical Forum 32:81-84, 1981
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Explanation for changes in the budget for CIS Project #2003

Use of a Copolymer as a Lattice for Growth of Neogut.

PI John W. Harmon, LTC, MC

The project for growth of neogut is directed at developing a
strategy for expanding the surface area of the small bowel to allow
adequate absorption of nutrients in individuals who have "short bowel
syndrome". Short bowel syndrome can result from trauma, vascular
compranise, or intrinsic bowel disease such as Crohns disease.

We were directed by BG Garrison Rapmund to seek CIS funding for
this project in 1979. Accordingly we submitted a CIS proposal and it
was approved. In FY 1981 and 82 we were authorized $4600 per year for
this project, but for administrative reasons we did not spend the money.
In 1981 we also attempted to hire a technician for this project, but
again were unable to accomplish this goal.

In August of 1982 CPT Barbara Bass arrived at WRAIR and she has
started work on the neogut project. For her work we are ordering
consumable supplies and animals with CIS funds. With the assistance
of WRAMC CIS the administrative approach to purchasing through CIS is
now working very well.

The approach to growing neogut has developed over time and now
includes 2 basic thrusts. The first is to disperse rat small bowel
mucosal cells, grow them briefly in tissue culture, and then implant
them in Gelfoam squares in allogeneic hosts. The second is to
transplant whole fetal small bowel into allogeneic adult hosts.

Two publications emanating from this project are attached.
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DATE: 20 Jan O 140 IN(T UMT .: 2004 ',TUS' XX

START1.G DATeP3  July 1980 el:- CCc-LETION: ec 1980

KEYv. S: Analgesics: morphine, anesthetic techniques, epidural
la Tc U Li CS

ITLE CF PROJE:CT: Epidural Morphine and Ventilatory Drive

in Man

PP :C!?AL r..srf roa(s): ROBERT L. WATSON, COL MC

ASSCc[ATE I[-!VST(GAT0R(S): Dennis D. Doblar, CPT MC, Abbrect, Reynolds

& m uldoon
FACIL.TY: 'r DEpT/Sc" Rraery/Anesthesia & Operative--- v-. . ... ....----- ---- ----- - ------ ----- ----- - c- - y ... .--- -- -- --
ACCPt,..vATivE [EMCCASS COST: ACm'ulAT- VE Co'nTRACT COST: ACCU'.:JLATIVE SUPPLY COST:

0 0 0.
FY-83 , AASE: CONTRACT COST: SUPLY COST: PATE OF Cr-"m.,TT,,r1: ApPROAL OF

0 0 0 kiNUAL PROzRESS 'REPORT Apr 83

----- ----------------------------------------------------

STUOY 03JECTIVE: To measure changes in ventilatory control- in man.

produced by the administration of Epidural Morphine for the

realief nF ..-npTrativp pain.

TErCH. V.LAPROACH: Open study using patients as their own control.

After epidural local anesthesia, I hr and 6 hrs post epidural

morphine injection.

Ppasaoss DuRris: FY-82:

Study completed December 1980.

r Li-.R 0.= SU3JECTS STUDIED:

FY-82: 10 TOTAL (TO DATE): BEFORE CO:-LENG(C, O.: STUDY:

SEPIOUsAI1nE=-xECTED SIDE EFFECTS IM S'3J=JCTS PATIciPATf!G In P1J-Cr(I F -SO STATE):

CocrLustO-.is: Ventilatory response blunting occurs one and six hours

post epidural morphine injection without correlation to the serum

morphine levels. Response is not significantly different from that

of parenteral morhpine, although analgenic persists for 8 - 25.5 hrs.

PUBLICArIo.4s OR ABSTRACTS. FY-82: Study won Young Investigators Award at

Annual Postgraduate Assembly of Anesthesiologists in New York

City, Dec 1980.
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1. Study - 1 i-i (1 amp) i (1 m)
Protocol 2196 2-1 (Ia:1 2-1 (1i ,i,

PT 1-10 3-1 (1 az:p) 3-1C i ;y)
4 (I ... )" I . . ,

5-1 (I amp) 5-1 CI arm)
6-1 Ci a:p) 6-1 (I
7-1 i amp) 7-1 (1 ary)
8-1 (1 am') 8-1 (1 r, :p)

9-1 (2 cp)
10-i (2 a"-.)

TOTAL 8 am. 12 ..

2. SLudy - 1
Protucol 21.3
PT 11-20
L2el Ubrokca None T'CO'AL 20 a:cp.; 2.-

3. Stud; -- 1
_Protoe! 2193
PT 21-39
Label ubro.a Noi. TOfAL 2() ip.- (2 1-1)

4. St:udy - 1
P1o'toc.l 2196
PT 31-40
Label uabroke-n N'',;e TOTAL 20 a! (2 m)

5. Study - 1
Protocol. 2198
PT 41-48 Nmn- 'fOTAT, 16 ap (2 :I)

(RI)AN OTAIL 8 a;,.ps u;.:-d amp: r t ur:.I'd

6. Midazolain 50 mgm
(as thehydrochIoride)
10 ml - 50 rgi
F 13
C].11760-01 2 vial.s (partial.) 14 t,.brea: v- ;

2 partial vials

cRAND TOi'AL 16 vial-, rctur-ne

The Investigational Drug Dispoi;ition (1914) is also cnclor ,-d in thi:; let tec
an'd a copy will acco-.,pany Lhe shipme;nt of drug.

I assume that the records I have in my filh are mry copies ; ho':ve, if
this belongs to you, then please inform ta-2 and they .,ill also bt! forvar,!ed.
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DATE: 20 Feb 8T X ' UT N0'.: 2007 Sr,vrus: " ifl.N X FI::;L

STARTi:.; DATE: June 1981 DATE F Ca,-tET:I:

Key Us: Skeletal Muscle, Contracture Response of Skeletal Muscle

TITLE CF PPczCT: In Vitro determination of the response of skeletal muscle

to caffeine, halothane & caffeine plus halothane

PR[PU'CIAL NVEtSTATGAr S): ROBERT L. WATSON, MD. COL. MC

ASSOCIATE IMVESTIGATO(S): WILLIAM KEEFE, MD - SHEILA MULDOON, MD

FACILUY: CW' X DEPT/S':c: Surgery/Anesthesia

o 0_N_______ EPOiR FEB 2EP..T

SroY SJE-cT:IVE: To determine response of norial skeletal
caffeine & halothane. This will be compared with response
of individuals who have experienced malignant hyperthermia.

rmHI _ C.'. DPROACH: Isometric tension measuring apparatus at U.S.U.H.S. is used
for basic determination, collaboration with Bethesda Naval
MC and histochemistrv section AFIP continues.

P.R.z:ss Dur.iu' FY-82.: Study expanded to include subjects from outside WRAMC.
Total studied contracture tests is now 32 subjects.
Parallel studies on dog muscle 0 consumption initiated.

NISE'.1 OF SU3J-CTS SToiUED:

FY-82: 4 TOTAL (TO DATE): 9 BEFOR,£ CO".ETION OFF ST.DY:

SF-.!OIJsA nXPECTEo SWE EFFECTS III SU3JECTS PA.TICIPAT0.W3 In PizJECT(IF I0,E SO STATS):

None

Coz:w.usrms: Strong correlation of halothane induced contracture and
clinical history of MM appears to be present. Halothane
caffeine contracture test appears to be sensitive but with
a high false positive rate.

PUBUmCiOwiws .t AssTPACTS. FY-o2:
None
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DATE: 8 Apr 83 1 , UMT no.: 2009 lSs: ir.rm-i Fi:.%3i. XXX

START! Ih r : DATF n- (ot-t.ETIcI: Never completed, Investigators
PCS'd.

KEY IbOaS:
TiThE CF PPGJZC':. Venous Sequelae Following Intravenous Lorazepam

and Diazepam.
Patricia A. Stipetich, CPT, ANC

PRIICE.AL Ir; STIGATjA(S): Tom Fusco. CPT, ANC

Asscc(AT, INVESTTGATOR(S):

FACILITY: hMg"r I DEpr/Svc: Dept of Surg - Anes & Oper Svc

AccUa-.iTivE Z-ECAS E CoST: ACCUiIUAT[VZ CCN;TRACT COST: ACCLk, JLAT IV= SJPPLY COST:

FY-83 F,.C.SE: CONTRACT COST: SUPP.Y COST: DATE OF C C'-?! 77 E APROAL OF
---- -- -- 4jNUj PROSR-SS REPORT

STUOY 03JECTIVE:

"ECH.I ;c. A.'PROACH:

PROmq;s DjUitmG FY-82:

,Ui-'SER OF SU3JECTS STUDIE:

FY-82: TOTAL (TO DATE): BEFORE CO.,LETION' O STUDY:

SPIOUS/US -XPECTED S- EFFECTS IN SU3J-CTS PAITICIPATIIG IN PROJECT(IF r;:- SO STATE):

CO.,;CLUS IO.a3:
PROJECT WAS NEVER STARTED.

PUBLICATIONS o.a Asmcrs. FY-82:



MAIN SUMMARY SHEET

APPLICATION FOR CLINICAL INVESTIGATION PROJECT

1. PRINICIPAL INVESTIGATORS:

Patricia A. Stipetich, CPT, ANC, Student, School of Anes-
thesiology Nursing, WRAMC.

Tom Fusco, CPT, ANC, Student, School of Anesthesiology
Nursing, WRAMC.

2. PROJECT TITLE: Venous Sequelae Following Intravenous
Lorazepam and Diazepam

3. OBJECTIVE: To compare lorazepam and diazepam in terms of
incidence of venous sequelae following intravenous injection.

4. MEDICAL APPLICATION: Previous studies have thus far-indicated
a lesser degree of patient discomfort when receiving
lorazepam than with diazepam. Lorazepam additionally
appears to provide a longer duration of action and a great-
er degree of perioperative amnesia.

5. STATUS: Refer to attached Research Proposal, section titled
Review of Literature.

6. PLAN: Refer to attached Research Proposal, section titled
Methodology.

7. BIBLIOGRAPHY: Refer to attached Research Proposal, section
titled Bibliography.

8. FACILITIES TO BE USED: Will conduct preoperative and post-
operative patient anesthesia interviews on clinical wards.
The administration of the drugs will occur within the
Operating Room facilities.

9. TIME REQUIRED TO COMPLETE: Anticipate beginning and completion
of research project in November 1981 and August 1982 re-
spectively.

10. PERSONNEL TO CONDUCT PROJECT: Principal investigators as above.

11. FUNDING IMPLICATIONS: NA



DA"r: 1 0CT 821 10W UN No.: #2010 Sr,vus: Fr.L

STARTI:, .iT9" 1DEC81 DATE Af ('",0ETION: 30SEP82

KEY %b~s:AAnesthetic gases, vital capacity
TITLE CF PROJCT: A Study of Humidified Anesthetic Gases and
Postoperative Vital Capacity Measurements

Calderwood, Philip CPT ANC, 1 de. Randall
PRI:CEAL IMIrSTIGATR(S):CPT ANC: Remington, Kenneth CW ioufg-

Lotero, Frances CPT ANO.AsscciATnE INVEST[GATOR(S):j

FAcILITY: WRA" DEPT/SVC:Dept. of Nursing/Anesthesia Svc.

0mL_~v 0ER COST: Co

AC.ULrA0V kEC or cCwtA.AT[vE 0 .rrR.~cr COST kCU.ULAT IVE JPPLY COST:
FY-83 Cos : CON c-YT I DAT C.mirTEE APPROV, OF

.wuA_ PiO!A=ss REPORT 28NOV81

STUDY Q3J2_CTiE:To determine any significant difference ben-f--ary
and humidified anesthetic gases.

-rtcx4.L APPROACH: Measurement of vital capacities preop and pust p
al3UOT0, 120 mins. post extubation of two groups of pts.
(one group with dry anesthetic gases and the other with humidified.

PRO;-SS Di UG FY-82: study completed, final paper being written.

f14-1SER OF SUBJECTS STUDIE:

FY-82: 15 TOTAL (To DATE): 15 BEFORE C,LETO.,, OF SrU.oY: 0

ScRIOUS/UttE ECTEv Siro EFFECTS In S'UJ3JCS PARTICIPATI'G If1 PROJECT(IF - SO STATE):

NONE

C,:CoUJsrO-s: Final conclusions being written and will be presented
in paper. Preliminary conclusions find no significant dif-
ference between patients' vital capacities whether dry or
humidified gases administered intraop.

PusLicATi0xs oa AssTRAcTs. FY-82: NONE presently
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DATE:3 Jan 83! .J.a [MrT NO.: 2111 [STATUS." __T__ X _.

STAqT rI. DATE: March 1982 DATE CF CYPILETIO:I: December 1983

KEybads: Stroke/Carotid Endarerectomy
TjTLE CF PPOJ-CT:

Subclinical Stroke Following Carotid Endarerectomy.

PRI:C[PA. N:EST[GATORS):

ASSCCtATE T IESTIGATOR(S)2 G.P Clagett, Jeffery Black, William Smith

FA ILITY: M.Af'!C I LDEPT/S';C: PVS (Neurology/Radiology)
- - ------- ------------ ---------- -- - --------

kcUU'..AIV ~MMAE CosT: AccatLAT[vE CaI;TRACT COST: PACCuj';uLAT[Vsc SUPPLY COST:

FY-83 ifV : CONTACT COST: SUMLY COST: DATE OFF- CC9., IEER k2r'_Mv
AkwAL Pnosnss REPORT t B 5 1983

STUDY O03JCTIVE: To detemine the incidence of subclinical stroke

following carotid endarerectomy.

TE.CH..P O. Pre and post carotid endarerectomy neurolgic

examinations and CT scans.

Ppoorns Davi:r.FY-82: Ploor, frequent scheduling proglems in OR + CT

CT scans.

If9.SER OF SIJ3J-CTS STUIED:
Rjpndar yrFY-ndr8 yrOTAL (To DATE): 8 BEFOiE COP.ET(o 07- STUDY: 50

SE-RIOUSAkri!XECTED S.o. EFFECTS IN SU3J¢CTS PAATICsPIr! It, PROJ-CT(IF I.X" SO STA"_):

None

None to date.

PusuCATIms a.t Assmrs. FY-82:
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Work Unit Number: 2106 Interim Report

Title of Project: Management of the Hemodynamically Significant,
Asymptomatic Carotid Bruit

Investigators:

Principal: LTC G. Patrick Clagett

Objectives: (1) To determine the most appropriate management of
patients with asymptomatic, hemodynamically significant carotid
bruits, (2) to determine the natural history of asymptomatic
extracranial vascular disease, (3) to determine the role of
non-invasive diagnostic techniques in the management of patients
with asymptomatic extracranial vascular disease.

Technical Approach: Consenting patients who are asymptomatic for
cerebrovascular disease who have hemodynamically significant
carotid stenoses (as determined by non-invasive studies) are
eligible for randomization into two groups. Patients ineligible
for randomization include those who have had carotid
endarterectomy on the side in question, those judged too frail to
undergo carotid endarterectomy, and those who don't consent.
Patients randomized into the surgical group will undergo
arteriography and carotid endarterectomy if an operable lesion is
found. Patients randomized into the second group will be treated
with aspirin, 650 mg twice daily, and followed closely (every 3
months). If patients in the second group develop symptoms, they
will then undergo arteriography and carotid endarterectomy.

Progress and Results: Since April 1979, 50 patients eligible for
entry into the study have been identified. Of these, 27 consented
to join and 23 have refused. Of those entered, 13 were randomly
assigned to the aspirin group and 14 assigned to the surgical
group. Of those on medical therapy, five have become symptomatic
for cerebrovascular insufficiency on aspirin and have required
arteriography. On arteriography, two patients were inoperable;
one had an occluded internal carotid artery and the other had
diffuse intracranial disease. The remaining three patients had
tightly stenotic lesions at the carotid bifurcation and underwent
uneventful carotid endarterectomy.

In the surgical group of the 14 patients assigned to this
group, one patient refused arteriography and subsequently died.
The other 13 patients underwent arteriography. One of these
suffered anaphylaxis during arteriography and secondary myocardial
infarction. He is currently considered unfit for surgery. The
remaining 12 patients have undergone carotid endarterectomy. With
the exception of one case in which the patient suffered
postoperative subendocardial myocardial infarction, these
operations have been uncomplicated. On follow-up, two patients in
the surgical group have died. Both deaths were unrelated to
cerebrovascular disease.

Conclusion: The number of patients remains too small and the
follow-up period too brief to draw firm conclusions. We continue
to enter patients into this trial and will continue to do so for
at least another year.
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Work Unit Number: 2109

Title of Project: Etiologic Factors for Recurrent Carotid
Stenosis

Investigators:

Principal: LTC G. Patrick Clagett

Objectives: (1) To determine risk factors for the development of
recurrent carotid stenosis following successful carotid
endarterectomy

Technical Aperoach: Patients with surgically or angiographically
proven carotid restenosis comprise the study group. These
patients are age and sex matched with patients who underwent
carotid endarterectomy during the same year. The second group of
patients comprises the control group. On all patients, the
following information is obtained: symptoms and other indications
mandating first procedure, angiographic findings, operative
details, immediate postoperative morbidity and mortality,
histopathologic findings, and presence of atherosclerotic risk
factors. In addition to these data, study patients and control
patients will have blood drawn for determination of cholesterol
and triglyceride levels as well as lipid fractionation studies to
determine the relative amounts of HDL, LDL and VLDL cholesterol.
Furthermore, both groups of patients will undergo threshold dose
response platelet aggregometry to ADP epinephrine and collagen.

Progress and Results: 35 patients have been identified with
recurrent carotid stenosis following successful carotid
endarterectomy. A case-control study has been completed in which
21 patients with recurrent stenosis were age and sex matched with
control patients who underwent carotid endarterectomy the same
year but who did not have evidence of recurrence. The data were
analyzed and the conclusions are listed below.

The next phase of this study is to analyze the
histopathologic material. The plan as outlined in the original
protocol is to compare the histopathology of the original carotid
endarterectomy specimens with the recurrent lesions. In addition,
we wish to compare the characteristics of the original specimens
with the control patients' specimens to detect any differences in
the original atherosclerotic plaques. The co-investigator for
this portion of the study is Dr. Max Robinowitz from the
Cardiovascular Service of the Armed Forces Institute of Pathology.
We are currently retrieving the original slides and paraffin
blocks on these patients. To date, we have retrieved material on
approximately 20 of the study patients and 10 of the control
patients. Microscopic analysis of this material will be in
progress during the next year.

Conclusions: To date our studies have led to the following
conclusions: (1) Cigarette smoking following carotid
endarterectomy is an important risk factor for recurrent carotid
stenosis, (2) other atherosclerotic risk factors and
hyperlipidemia are common in all patients undergoing carotid
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endarterectomy and are not predictive of recurrent carotid
stenosis, (3) females are not higher risk of recurrent carotid
stenosis and, (4) aspirin and other antiplatelet agents do not
appear effective in protecting against recurrent carotid stenosis.
These findings were presented in a paper entitled, "Etiologic
Factors for Recurrent Carotid Stenosis: A Case-Control Study", at
the annual meeting of the International Society for Cardiovascular
Surgery and Society for Vascular Surgery, 19 June 1982, in Boston,
MA. Abstracts detailing these findings have also been submitted
for consideration for presentation at the American Heart
Association's 8th International Joint Conference on Stroke and
Cerebral Circulation in February 1983. An abstract has also been
submitted for consideration for presentation at the annual meeting
of the Southern Association for Vascular Surgery in January 1983.

Funding Requirements: To date there has been one travel
requirement for presentation of a paper which cost $300.00

Publications: Clagett, G. Patrick, Rich, Norman M., McDonald,
Paul T., Salander, James M., Youkey, Jerry Y., Olson, David W.,
and Hutton, John E., Jr.: Etiologic Factors for Recurrent Carotid
Stenosis: A Case-Control Study. Accepted for publication in
Surgery.

Type of Report: Interim
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DATE: I( 7ig 19s 'T ;No 21 STATUS: Ir-iTE? RI MF- AL X

STAR~'. DAE: n 179 DATE CF COMPLETION: Ar'8

~EY ;::Js: Prostatic Valve, St. Jude

TITLE CiF PROJECT: EVALUATION OF ST. JUDE VALVULAR PROSTHESIS.

P-FRUC:?AL LWESTICATCR'3': Walter H. Brott, COL MC

ASSOCIATE INVESTIGATOR(S): Russ Za'tchuk, COL MC

FACILITY': WRf4IC -D.=PT/Svc: THORACIC SURGERY SERVICE

ACCUtMULATIVE *EDCASE COST: ACCUMULATIVE CONITRACT COST: ACCUMULATIVE SUPPLY COST:

FY-83 PEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL OF-
---------- AmuAL PROGRESS REPORT FB 2 5 1q83

-------------- - -------------------- --- ------ -----------------------

STUDY OBJECTIVE:
Evaluation of St. Jude Valvular Prosthesis in selective patients.

TEcHN - AL APPROACH:
As per St. Jude protocol.

NlUMBER OF SUBJECTS STUDTI M:

FY-82: 1 TOTAL (TO DATE): 12 BEFOE' COMPLETION OF STUDY: 12

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT(IF NONE SO STATE):
None related to valve.

CONCLUSIONS: Twelve St. Jude valvular prostheses were inserted from 7 Jan 79 until the present
time, the last one having been implanted on 29 Mar 82. These implants were usually chosen in
high-risk cases in which this valve offered favorable flow characteristics in comparison to
any other available pros theses.

Three patients died at operation, none of them prosthetic related. Two late deaths have
occurred, both from other causes. Seven patients are living,-all without prosthetic compli-
teni'4ftnn nr 1nat' fn1 nW11 Yt an. nnf' P1 t .. anl Valu utY.~1F.*ntil it- isn approved by

FDA. Thus, we terminate the investigation of this valve.
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In ISr,\TUS: 1r1T,-5'. FI:A -

STARTI-.3 DATE: a.Z 9 DATE C.= CCM-L.ETiOI: Apr '82
1.'

,\EY ;:2S. Prostatic Valve, St. Jude

TImE CF PRO.JEcT: EVALUATION OF ST. JUDE VALVULAR PROSTHESIS.

, *? ,C.?AL I;iVST R S- -Walter H Brott, COL MC

AsSOCIATE INVESTIGATOR(S): Russ Za tchuk, COL MC

FACILITY: W?.'PC DEPT/SVC:, THORACIC SURGERY SERVICE

------------------------------- --------------- -----------------

ACCUMU-ALATIVE CASE CosT: ACCUMJLAT.VE CO:ITRACT COST: ACCUULATIVE SUPPLY COST:

FY-83 rEDCASE: CONTPRACT COST: SUPPLY COST: DATE OF Cc ,iIIrrEE APPROVAL OF
- ANNUAL PROGRESS REPORT

------------------------------------------------------- -----------------

STUDY OBJECT I in s
Evaluation of St. Jude Valvular Prosthesis in selective patients.

..KAL APPROACH :

As per St. Jude protocol.

fSlU'?ER OF SUZ3JECTS STUI:

FY-82: i TorAL (TO DATE): 12 BEFORE COMPLETION OF STUDY: 12

SERICSUNEXPi.-TED SIDE EFFECTS IN SuJCTs PARTICIPATINIG IN PROJECT(IF 1.1ONE SO STATE):

None related to valve.

COINCLUSIONS: Twelve St. Jude valvular prostheses were inserted from 7 Jan 79 until the present

time, the last one having been implanted on 29 Mar 82. These implants were usually chosen in

high-tisk cases in which this valve offered favorable flow characteristics in comparison to
any other available prostheses.

Three patients died at operation, none of them prosthetic related. Two late deaths have

occurred, both from other causes. 'Seven patients are living,:all without prosthetic compli-
_q tJ. - la r f 11,0,r-,l ,In tl ,,Qn th" q t ,AA Va1 ,' ,nti1 ;t in approved by

FDA. Thus, we terminate the investigation of this valve.
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BAT,-: 28 Jan 831 Vdl WIT f.:2207 ISAus: Inri?. Xx w

STAqTI:.4- DATE~: DATE oF CO~ftTlo:I: Indefinite

KEylb ICDS orainm iion Catheter, Isobutyl

TITLE CF PpOir.xT:
Treatment of Vascular Lesions by Mini-Balloon Catheterization and

Isobutyl 2-Cyanoacrylate -

PRICIAL sIGAc~S)Eugene t.George; Paul H. Pevsner; Sherry.Brabwan

AssCC!A T!wEsmrATOnits)! Deninis E.. 'McDonnell

FACiLI7Y: th Mi DEPT//Svc: Neurosurgery

Acarw~ivc M.DCS Conr: PCCIptAmTcV CrwncRA COST: ACW 1A VE SUPPLY COST:

SrV0JECTIE: To either obliterate neuroradiologicallyor make surgical

resectable otherwise inoperaLble *or. extremely difficult vascular lesions anid

TE'C~itALA.PaOAll: Use of I Isobutyl 2-Cyanoacryla-te in small amounts deivered

either percutaneously via a mini-balloon catheter or delivered directly

iatraoverablv via injection under direct visualization.

Ppmnan3 rtwiaez' FY-82:

See enclosed sheet.

fkea OF %SIMCTS STozED:

FY-82 35stlings in TOTAL (To DATE): 28 patients cEOR CC .ETrra.Y OF STF.W3:50 patients
10 Ratients

&-Rtou-AO!xPEcTED Si EFFECTS I" SU3JECTS PA1T IC1PATI1PG In PM~JF-CT( IF PONE SO STATE):

See enclosed sheet.

Co.'cwu3mrOs:

See'enclosed 'sheet.

P1JLcatIopis Oa AssTRaCs. FY-82:

See enclosed sheet.
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CONTINUATION OF WORK UNIT NO. 2207 - Treatment of Vascular
Lesions by Mini-Balloon Catheterization and Isobutyl
2-Cyanoacrylate.

PROGRESS DURING FY-82: We treated a total of 28 patients either
surgically or via gluing. During the year, there were no deaths.
Thirty-five (35) embolizations on ten (10) patients. One patient
seemingly had total obliteration of a mandibular arteriovenous
malformation. Again, almost all other patients had subsequent
surgical therapy carried out. One patient developed a severe
brain stem infoxtion following a repeat attempt at gluing in an
AVM which had reoccurred. This patient was subsequently admitted
to a nursing home, but she is now slowing improving. A similar
patient complication from last year recovered sufficiently to
allow surgical resection of his massive AVM, a procedure from
which he recovered well. The percentage of patients developing
even minor complications has seemingly improved this year,
possibly resulting from increased experience and knowledge
regarding use of the techniques. (See publications from Walter
Reed discussing this.)

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN
PROJECT: See above regarding serious side effects or death. All
of these complications would be expected in dealing with these
serious and high risk patients. It should be noted that our
overall mortality and morbidity rate is far below nationally
published series in treating patients with these lesions.

CONCLUSIONS: The use of Isobutyl 2-Cyanoacrylate as an
intravascular agent, delivered either percutaneously via
mini-balloon catheter techniques or interoperatively via direct
intravascular injection, is a useful surgical adjunct in the
treatment of otherwise untreatable high risk vascular lesions.
Probably in most situations, IBCA alone is not the sole answer to
the treatment of intracranial vascular lesions, since we have had
at least one recurrence following seemingly total obliteration.

PUBLICATIONS OR ABSTRACTS, FY-82: (1) Combined
Neurosurgical-Neuroradiological Therapy for Cerebral Arteriovenous
Malformations--The Walter Reed Protocol, edited by Smith, Haerer
and Russell, Raven Press, NY 1982. (2) Presentations of results
and associated findings, American Association of Neurologic
Surgeon's Meeting in April 1982. (3) Review Article in
Neurosurgery, March 1982, "Interventional Radiology Polymer Update
- Acrylic". (4) Several exhibits accepted for current pending
AANS in April 1983. (5) Publication pending for two articles
previously accepted by the American Journal of Neuroradiology.
'6) Dr. George was officially invited to present review of Walter

Reed work and present his recommendations on current management of
these problems to Intracranial Vascular Surgery Session at AANS.
(This invitation was based on the reputation being obtained by
this study at Walter Reed).

ADDENDUM: Would like to add as additional co-investigator or
associate investigator Joan T. Zajtchuk, Colonel, MC, Chief,
Otolaryngology-Head and Neck Surgery.
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DATE: 5 OCT 82 114W W T No.: 2309 I STA'US ITRJ' X i:A.'

STARTI-.U DATE: 27 DEC 1977 DATE OF C,'iETIO I: June 1980

KEY I1os: Vitreous Surgery, Ocular Trauma
TITLE CF Pi.oJ£c: A Study of Eye Trauma and Treatment in the Military

PRI:CEPAL hrr STIcATOR(S): Howard P. Cupples, MD, CPT, MC, USN

ASSOCIATE INrVESTIGATOR(S): Paul V. Whitmore, MD, COL, MC, USA

FACILITY: WlC DEPT/SVc: -Ophthamology Service, Depart of Surgery

0 0 1 0

FY-83 F'U.SED : CONTRACT COST: SUPPLY COST: DATE OF Cc'lI1rEE kPPRO ;0F.0 0 o0 A.mNUL' PROS-'SSs REPOT 2 5 i 9P^

-sufgay1rtrf-ma~er ofSTUDY -3JECTIVE: ocular trauma. To compare results of ocular trauma cases managed
by vitreous surgery with the results of ocular trauma cases managed in the pastby conventional mehods. Todevelop plans for efficient management of ocular (cont'd)"*
1.CHN-cA, A-PRO: A seTies of cases of ocular trauma managed by vitreous surgery

tecniqeswill be compared with a similar series drawn retro-
spectively from records of NNMC and WRAMC during the Vietnam era and managed
by conventional surgical techniques. A computer terminal has been made availabl,
PROG3REss DI~Jmr.t FY-82- All prospective cases done by vitrectomy techniques ha4OltJ
been completed and the results of this series are the subject of the paper to
be presented at the American Academy of Ophthalmology annual meeting 4 Nov 82.

LER OF SUBJECTS SuDIE:

FY-82: TOTAL (TO DATE): BEFORE CQPLETrOr: O. STUDY: 100

SERIOUSAINEXPECTED SIo EFFECTS IN SU3J-CTS PArTICIPAT.G In PiRcj-CT(IF NON:E SO STATE): No
serious unexpected side effects to vitreous surgery have been found in the

Co LUSIOtis: The results of the prospective series suggest that more than 0%
of such severely injured eyes can be salvaged with vitreous surgical

techniques and these results compare almost identically with results from other
institutions. Loss of eyes with certain types of injuries treated by previous
methods have historically run greater than 75%. In our study, comparison with
with cases matched for type of injury will be made upon completion of the review
of the retrospective series.
PUBLICATIONS OR ABSTRACTS. FY-89:
Report of the series of 103 consecutive cases in the prospective group submitted
for publication in RETINA, September 1982.

Bodies" - presented at the 9th Biennial Walter Reed Ophthalmology Postgraduate
Course 27 April 1982.

* STUDY OBJECTIVE (cont'd): combat injuries based upon the analysis of data
collected during the study.

# TECHNICAL APPROACH (cont'd): in the Eye Clinic, NNMC and we are currently
gathering and tabulating the retrospective cases.
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DATE: 5 Oct 821 _Uj(r k.: 2310 S ITeR'j X F-1.:A.
CoF~..s. 13 Ap ril 78...
KEY V;0 : S: 

!-

TITLE cF PROJE.CT: MAJ Thorn S. Thomassen

LTC Kenyon K. Kramer

PsscrAL I;NVSTCC.ArOR(S): LTC Fleming D. Wertz

FACILITY: MI,C I DEPT/SVC: Ophthalmology Service

ACCU,,.iATIVE IEDCASE COST: ACCLU- MAT IV CONITRACT COST: ACCUMULATIVE SUPPLY COST:"

FY-83 P'OCI.S: CONTRACT COST: SUPLY COST: DATE OF Cc'NI-IEE tiPPPOV/ D 98]~ hmmUA Ppoi,--_SS REPORT F 5 1983

STUDY 0JECTIVE: To evaluate intraocular lenses with regard to safety in the

treatment of aphakia

TECHW1.'CAL A2PROACH: Intraocular lenses will be implanted in selected patients either

at the time of cataract extraction or in a second operation following cataract

Pytraetinn. This i- a part of a nationwide collaborative study to determine the

PRoGRESS DJRI RG FY-82: ( incidence of adverse effects.
46 patients had implants with no adverseeffects directly to the lens.

NUI"BER OF SU3JECTS STUDIEZ:

FY-V2: 46 TOTAL (TO DATE): 134 BEFORE CCO.-PLETI(O OP STUDY: unknown

SRIOUSAJNEX,'ECTED SIDE EFFECTS IN SU3J-CTS PA.qTICIP.,rjn'G Irl PRCJECT(IF IN E SO STATE):

None

COCLU310 I'S :

Excellent results indicate sufficient value to continue with this

protocol.

PUBLICATIONS On AsSTRACTS. FY-82:
None.
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DISPOSITION FORM
P Ise .o is fem. 9" AR U11-13, *e piepem ea"ey Is TAGCIN.
IERENCE Of OFFICE SYMOOL ""E Annual Progress Reports FY 82, Clinical Investigatii

HSHL-SI 
1Program, Work Unit #2311

"Lyophilized Fascia Lata for Ptosis Surgery"

F PROM DATE CMTI
C, Dep Clin Invest, Ophthal Svc, 14 January, 1983
WRAMC WRAMC Dr. Katz fkm 6/1964

1. Reference above Work Unit, one additional case has been performed at Walter Reed
Hospital. Patient's name is Bainbridge, Charity, dependent ssans 170-44-2751.

2. Diagnosis: congenital ptosis, bilateral frontalis sling using lyophilized fascia
lata was performed without complications. At this time, patient is still being fol-
lowed.

3. Dr. Broughton has published the initial report of the fascia lata study.

4. The technical approach has not been modified currently and no serious and unex-
pected side effects and complications have been met with.

5. The study at present is continuing under the same director.

/RAfanN.K .Katz, MD
COLONEL, MC US ARMY
Ophthalmology Svc, WRAMC
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DIS10PSFFIION PONIVI
For os. of this fotnt. we AMt 34015; the proponent agency is TAGO.

a IN CPT5 Rayso has leftC Walter Reed Armya Mredia Ceter and 2 didica noIor nvegthojt

Prgrm terinte foit the12 present time.e Itrfrm

TO C, Dp Clincal Inest. FOM hS. Thomassen, M PT 7JN 93 CT

WRAMC ~~Ophthalmology Service S/b69/7

1. CPT aysor hs left Walter Reed Army Medical Centerdinowrknthspje.

THOM. S.im THviu.EN MDuu

L DA AM. 249 IVICJ OUIIhES VIILL aSED0T1111S -1
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DISPOSITION'toRm
Io e of f form, we AM 340-15; the proponent agoncv is TAGO.

REFERENCE ON OFICE SYMBOL SU SJECT Annual e ?rnre p Heoort: r-1, clinical

InvePtiz~tton Prowrqv, mrk Uni: 7?312, The Incidenc
of Cystoid FAculeir Edema Post :altcrsc 6xtraction.

TO C, Dep Clin Invest FROM -pr Charles S. Tresst,MC 17 Jan 83 CMT1
Ophthalmolozy Svc

Shortly after receivinx the first notification last au:tumn (1982),
I went to the Office of Clinical Investigation and asked to have my
project placed on an inactive status. There were several reasons for
this action.

For a mood portion of last year (June throuwh November 18e?) I was
either nn TDY orders or working at a clinic 9way from Walter Reel Army
Medical Center. Furthermore, to date I have not had any subjects
Involved in my study. Part of the reqson for this is that I had not
cleqrly defined how I intended to randomize my study. In addition, there
was some ouestion as to whether other surmeons would comply with the
protocol as outlined.

4hen I aporoached the Clinical Investigation Department last autumn
it waq my understandinz that by placing my study, which clinically had
not started, on an inactive list I would not have to file an annual report.

I apologize for my misunderstanding and any inconvenience this may
have caused. I do intend to reactivate my study with the necessary
changes this spring via the Droner channels as outlined by the Department
of Clinicql Investigation.

Thank you.

Charles S. Tressler MD, CPT MC
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DATE: 15 NOV 8j How~ LIT NO.: 2314 ISTATUS: .IftrRr F I %.j. X

STARTI".M PATE.- JULY 1981 nfATr fF M kPLETION: N/A

KEY WORas:

TITLE CF PROJECT: Comparison of External Measurements In Normal,
Entropic, and Ectropic Lids

_PR.[ :cI?.i IESTICATOR(S): Kevin.G. Maguire, CPT, MC

ASSOCIATe hVESTIGAT R (S): N/A
FACILTY~n: -, DEPT/Svc: OPHTHALMOLOGY

-------------- ------

kIca,.IUw.ATtVF- ?E[ . COST: kauCtLATiVe CommRaT COmT AcL umtA[ SUPPLY COST:

Y- 3 PE O SEt : CO TR CT COST: & Mu Y COST: DATE OF C at.,miT EE APRov Okk*K NOR osss RE-PORTN/

STUDY 113JECTIVE:

IECHWiCJ. APPROACII:

PersqR3s DiUarIG FY-82:

kUN4SER OF SU3JECTS STUDID:

FY-82: TOTAL (To DATE): BEFORE C o.11 OF STUDY:

S-RIOUsAI-XPECTED SI.DE EFFECTS IN SUBJECTS PARTICIPATIf!G IN P,OJ7Cr(1F I.. rm. SO STATE):

CaNCLUS IONS:
Protocol terminated, investigator is no longer

assigned to WRAMC.

PuLCATIws aR ASTRACTS, FY-82:
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DISPOSInON FORM
Po.e of Olh f*m, ae An 340-13. the pmp -i I *sWey Is TAGCUM.

*EPfEN"CEOOPICE SVMSL SJECT Annual Progress Report: FY 82, Clinical Investigatio
HSHL-SI ?rogram, Work Unit #2315, "Results in Strabismus Employing

:he WRAMC Modification of Adjustable Suture Technique of
)cular Rectus Muscle Recession."

TO FROM DATE CMT I
C, Dep Clin Invest, Ophthal Svc, 14 January, 1983
WRAMC WRAMC Dr. Katz:fkm 6/1964

1. Reference the above Work Unit, the clinical investigation project was completed
30 June, 1982. The results were reported at the Biennial Walter Reed Alumni Meeting
and Post-Graduate Ophthalmology Course. The results are being prepared in paper form
for publication.

2. The manuscript when completed will be forwarded to the Clinical Investigation
Department for approval prior to sending for publication.

3. The accumulative MEDCASE, contract, supply, cost and items J,K,L,M,N,O,P, & Q
are not applicable.

Norman N. K.atz, MD
COL, MC US ARMY
Ophthalmology Svc, Dept Surg, WRAMC
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DATE: 26 JAN 831 I:3 'IUT No.: 2400 jSX,;TUS: !LT-RrN X F::.L
1st Phase by JAN 84

STAIRTI:4 DATE: O,.tober 12980 DATE C, CC,"LET1i 9 , Phuse by .TIN RR

KEY tbnS:

TITLE cF PROJECT:

Clinical and Biomechanical Investigation of Knee Ligament Laxity

PRINCIPAL_ ]aM."TI- FTCRCS): Dr. Myron D. Tremaine

ASSCIATe IevESTrGATOR(S): Dr. Youngil Youm

FAcILITY: I1 P DEPT/S'X: Dept of Surgery, Orthopaedic Service
-------- -------------

kwex-AATiva AECAE os: mcJATive- CONTMT.c COST: kCU~xLATivzE S-UPPLY CosT:.
'Computer & Access. Tlia'l 1npilljjieli0 EST $600

FY-83 V=&CAS: CONTaT COST 9-wY COST:' DATE OF Cag.19Ii-rE kpPRO
FY-_________ __________ k~u.A. P .,. -ss REPORT 5 1983

------------------ -------------

STrOY Qb2C; rIVE: Complete knee stress machine, complete psychologica)Eeing

profile, complete computerization of Cybex Isokinetic machine

1CHwi *-Ci- APPROACH:

No modifications to original prptocol

PRO.-SS rJUe.I FY-82: No subjects studied, but knee stress machine and computerization
of Cybex machine almost completed. Ready for testing in next few months.
Psychological testing started. Not completed.

t :EiR OF SU3Z-CTS STRuI.ED:

FY-82: TOTAL. (TO DATE): Aworox 50 BEFORE C,*LETI(M 07 Sr.u. Y:

SERIOUSAL-MEWECTED SDE EFFEcTS IN SJ&JECTS PATICIPATIG In POJECT(IF I4O SO STAT£):

No serious side effects

Ca:IC'U3 IWOS:

PusLCTIS O ABsTRACTS. FY-82:

One abstract submitted to Engineering Journal describing knee stress machine.

Anticipate a patent, and probably another abstract concerning Cybex

Computerization
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DATE: 30 Sep 82 WORK INIT NO.: 2517 STATUS: INTERIM FINAL X

STARTING DATE: August 1977 DATE OF COMPLETION: September 1982

KEY WORDS: aural rehabilitation, rehabilitation, lipreading, auditory-
visual integration

TITLE OF PROJECT: Evaluation of a Specialized Technique for Training

Audio-Visual Integration

PRINCIPAL INVESTIGATOR(S): Allen A. Montgomery

ASSOCIATE INVESTIGATOR(S): Brian E. Walden, Daniel M. Schwartz, Robert A.
Prosek, Earl Wilkinson

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: FEB 2 5 1983

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORT

STUDY OBJECTIVE: This study is designed to evaluate the effectiveness of a
newly-developed training procedure for improving patients' ability to use
the audible and visible aspects of speech simultaneously [audio-visual
integration (AVI)].

TECHNICAL APPROACH: Twenty-four hard-of-hearing patients were divided into
control and experimental groups and tested before and after receiving either
traditional rehabilitation or the AVI technique. The AVI training was done
individually in 10 one-hour sessions by trained rehabilitationists. The
before and after testing consisted of a 100-item sentence test presented
audiovisually in noise, and the data were analyzed with parametric statis-
tics (t-tests and ANACOVA). In addition, a group of 12 normally-hearing
people were tested at a similar interval to assess the learning effects of
the test.

PROGRESS DURING FY-82: The data were reanalyzed and the manuscript was
revised to address the important issue of the effect of guessing on pre- and
post-testing performance. This issue was raised by a recent study and
reflects directly on our data. The issue has been resolved in our favor,
and the study has been strengthened by the additional analysis.
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Annual Progress Report (cont.) - Work Unit #2517

NUMBER OF SUBJECTS STUDIED:
FY-82: 0 TOTAL (TO DATE): 24 BEFORE COMPLETION OF STUDY: 24

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: The technique appears to be a useful and efficient way to
improve new hearing aid users' ability to use the visual (lipreading)
component and the auditory component of speech simultaneously.

PUBLICATIONS OR ABSTRACTS, FY-82: A manuscript is in preparation !or
submission to Ear and Hearing.
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DATE: 30 Sep 82 WORK UNIT NO.: 2523 STATUS: INTERIM FINAL X

STARTING DATE: June 1978 DATE OF COMPLETION: September 1982

KEY WORDS: hearing aids, quality judgments, electroacoustic

TITLE OF PROJECT: The Relationship Between Electroacoustic Parameters and
Perceived Sound Quality of Hearing Aids

PRINCIPAL INVESTIGATOR(S): Daniel M. Schwartz

ASSOCIATE INVESTIGATOR(S): Allen A. Montgomery, Brian E. Walden, Robert A.
Prosek, David H. Layland

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: $18,650 COST: COST: $769.20

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
______ _________ OF ANNUALI V!JGMIS REPORT

STUDY OBJECTIVE: To determine the relationship between various perceptual
dimensions and the physical characteristics of hearing aids in judging the
sound quality of hearing aid processed speech.

TECHNICAL APPROACH: A single 20 second tape recorded passage consisting of
an interpretive reading from "The Adventure of Tom Sawyer" was hearing aid
processed through each of 20 commercially available hearing aids in a paired
comparison format. The recording procedure was accomplished using KEMAR
equipped with Zwislocki-type ear simulators.

For the playback phase 10 normal hearers, 10 subjects with high fre-
quency hearing loss, and 10 with flat loss were each instructed to furnish
two types of responses; ratings of similarity and judgments of preference
based on the quality of the hearing aid processed speech. Similarity
ratings were made on a 7-point equal appearing interval scale, where 1
represented very similar and 7 dissimilar. Preference judgments consisted
of identifying the aid within each pair which had preferable sound quality.

PROGRESS DURING FY-82: None.
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Annual Progress Report (cont.) - Work Unit #2523

NUMBER OF SUBJECTS STUDIED:
FY-82: 0 TOTAL (TO DATE): 20 BEFORE COMPLETION OF STUDY: 20

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: The finding that low-frequency cutoff dominates listener judg-
ments of hearing aid sound quality is in direct contrast to the amplifica-
tion needs of hearing impaired patients. That is, an extensive body of
research literature suggests that amplification of low frequeny speech
sounds and noise may create an upward spread of masking and thus degrade the
intelligibility of speech. Hence, the data of the present study reveals
that the electroacoustic characteristic that results in the best sound
quality, i.e., low low-cutoff frequency, may not be the one that results in
improved speech understanding with a hearing aid.

PUBLICATIONS OR ABSTRACTS, FY-82: A manuscript is being prepared for sub-
mission to the Journal of Speech and Hearing Research.

NOTE: The Principal Investigator on this protocol has resigned his position
effective 1 October 1982.
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DATE: 30 Sep 82 WORK UNIT NO.: 2525 STATUS: INTERIM X FINAL

STARTING DATE: August 1978 DATE OF COMPLETION: February 1983

KEY WORDS: lipreading, synthetic speech, computer graphics, aural
rehabilitation

TITLE OF PROJECT: Generation and Evaltiation of Synthetic Facial Images for
Studying and Training Lipreading

PRINCIPAL INVESTIGATOR(S): Allen A. Montgomery

ASSOCIATE INVESTIGATOR(S): Brian E. Walden, Robert A. Prosek, Daniel M.

Schwartz, Kweon I. Stanbaugh

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: $7,595.00 COST: COST: $692.60

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANIAL PROGRESS REPORTF B5 1993

STUDY OBJECTIVE: This study is designed to evaluate the feasibility of
simulating on a computer graphics system, the information-bearing elements

of the talker's mouth and face during speech, for the purpose of studying
lipreading in hard-of-hearing patients.

TECHNICAL APPROACH: The final phase of this project involves the incorpora-
tion of phoneme-timing information into the model, the development of

realistic standards for forward and backward coarticulation, the software
revision to allow direct phoneme-to-image translation, and the evaluation of
the system with hearing impaired subjects.

PROGRESS DURING FY-82: The timing information has been gathered from
several sources and is available for incorporation into the computer-based

model. Standards for the exact amount of coarticulation that is needed to
produce aatural-appearing visual images have been developed, but seem to be
unnecessarily complex and dependent on the specific consonants and vowels
involved. The software has been revised to permit approximately a 10:1

reduction of the time required to convert phoneme information to animated
images. However, when the timing subroutine is incorporated in final form,
we anticipate another significant reduction in the conversion time.
Evaluation of the system is scheduled to begin in mid-October.
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Annual Progress Report (cont.) - Work Unit #2525

NUMBER OF SUBJECTS STUDIED:
FY-82: 0 TOTAL (TO DATE): 20 BEFORE COMPLETION OF STUDY: 30

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Technical refinements and softwa-e modifications dominated the

research effort during FY-82. The animated images that the system produces

now are, in general, quite realistic and a successful evaluation is antici-
pated.

PUBLICATIONS OR ABSTRACTS, FY-82:

Montgomery, A. A., and SooHoo, G. ANIMAT: A set of programs to
generate, edit, and display sequences of vector-based images. Behavior
Research Methods & Instrumentation, 14(l), 39-40, 1982.
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DATE: 30 Sep 82 WORK UNIT NO.: 2526 STATUS: INTERIM X FINAL-

STARTING DATE: January 1979 DATE OF COMPLETION: September 1983

KEY WORDS: self-assessment, inventory, hearing impaired, communication

TITLE OF PROJECT: Development of a Communication Self-Assessment Inventory
of the Hearing Impaired Soldier

PRINCIPAL INVESTIGATOR(S): Marily E. Demorest, Sue A. Erdman

ASSOCIATE INVESTIGATOR(S): Roy K. Sedge

FACILITY: WRAMC [ DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMUL'TIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: $1621.60

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
$6000.00 OF ANAL PROGRESS REPORTIFB 2 5 1983

STUDY OBJECTIVE: The objective of this project is to develop a communica-
tion self-assessment inventory to be used in the inpatient Aural Rehabili-
tation Program of the Army Audiology and Speech Center, WRAMC. The specific
purposes of this inventory are:

a. To assess progress in environmental control, and in emotional,
social, familial, and vocational adjustment to the handicap as a result of
the Aural Rehabilitation Program (i.e., a quantitative index of improvement
provided by pre- and post-program scores).

b. To establish a baseline for planning a patient's environmental
control training and adjustment counseling in the Aural Rehabilitation
Program.

c. To provide prognostic indicators of short-term success in communi-
cation (pre-program administration).

d. To provide prognostic indicators of long-term success in communica-
tion after returning to duty station (post-program administration).

TECHNICAL APPROACH: Having determined during FY-80 that the Hearing Perfor-
mance Inventory (T.C. Giolas et al., JSHD, 1979) would not fulfill the Army's
needs for a communication inventory (see FY-80 APR), we undertook to develop
our own inventory. A large pool of items was developed and administered to
a large number of patients. Responses to the inventory were subjected to
statistical analysis. A revised version of 155 items is currently being
tested as a final phase of inventory development.

305



Annual Progress Report (cont.) - Work Unit # 2526

PROGRESS DURING FY-82: The original form consisting of 215 items was
modified following statistical analyses. The revised form is comprised of
155 items. On the basis of clinical observations and factor analyses, the
scales and subscales were also revised to provide more specific information
to the clinician. The scales include revisions of Communication Perfor-
mance, Communication Environment, Behavioral Adjustment, and Personal
Adjustment. The Communication Information scale was deleted. A new scale
was included to address Communication Strategies. (Additional information
regarding the revised scales and subscales can be obtained from the
Audiology Section upon request.)

The attempt to automate the testing process utilizing the laboratory
computer system was unsuccessful. At this time efforts are being made to
evaluate an optical scanner system for processing patient responses.

NUMBER OF SUBJECTS STUDIED:

FY-82: 300 TOTAL (TO DATE): 407 BEFORE COMPLETION OF STUDY: 700

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF

NONE SO STATE): None.

CONCLUSIONS: Not applicable at this time.

PUBLICATIONS OR ABSTRACTS, FY-82: Not applicable at the present time.
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DISPOSITION FORM
Fr u :. this form, on AR 340-15; the propoent swy is TAGO.

AEPERENCE OR OFFICE SYMBOL SUBJECT

HSHL-SES Clarification of Annual Progress Report for
Work Unit # 2526

TO FROM OATE CUT 1Dr. Hanson Sue.A. Erdman, M.A. 14 December 1982

Dr. Boehm, Chief DCI

I. The following information/explanation is furnished at your request for
clarification of budget changes in Work Unit #2526.

2. It has been proposed that Dr. Marilyn Demorest (formerly Wang) return to WRAMC on
a full time basis for work on this project during the summer of 1983. Final statistical
analysis and publication of the Communication Profile for the Hearing Impaired in
test manual form (in compliance with APA guidelines) can be accomplished within this time
frame if she extends her work here to a full-time basis for a two month period. She will
have worked on this project for nearly two years as a Red Cross Volunteer following her
initial year here (1980) on temporary hire. Data analyses during the summer of 1983
will involve results from nearly 1000 subjects, two revised forms of the questionnaire
in addition to audiometric data for the relevant subjects.

3. Our current time and staff constraints would preclude accomplishing these goals
within the desired time frame. Inability to fund the remaining work on this project
could necessitate relinquishing the project to another facility or significant delays
in the completion of the study, publication of the results and the test materials in
manuscript and/or manual form.

Sue Ann Erdman, M.A.

Audiologist
AA&SC, WRAMC

Principal Investigator

307

CA AM. 2416 PAUVOUS IDITIOS WILL me U920DJI NIV. .,,



DATE: 30 Sep 82 WORK UNIT NO.: 2529 STATUS: INTERIM _ FINAL X

STARTING DATE: April 1981 DATE OF COMPLETION: 30 Sep 82

KEY WORDS: auditory brainstem response, high frequency hearing loss

TITLE OF PROJECT: Effect of High Frequency Sensorineural Hearing Loss on
the Latency of the Brainstem Response

PRINCIPAL INVESTIGATOR(S): Daniel M. Schwartz

ASSOCIATE INVESTIGATOR(S): Don B. Blakeslee, Roy K. Sedge, Robert L.
Henderson

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST:

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORTFES 2 5 1983

STUDY OBJECTIVE: To examine the effects of high frequency hearing loss and
the role of mathematical correction factors on the ABR.

TECHNICAL APPROACH: Auditory brainstem responses were recorded monaurally
with disc electrodes attached to the vertex and earlobes. Responses were
recorded to alternating condensation and rarefaction clicks at 65, 75 and 85
dB NHL.

PROGRESS DURING FY-82: 48 sensorineural hearing loss subjects have been
run.

NUMBER OF SUBJECTS STUDIED:
FY-82: 8 TOTAL (TO DATE): 48 BEFORE COMPLETION OF STUDY: 48

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Click polarity was found to effect wave I such that percent of
absence of wave I was found to increase considerably when using condensation
and alternating clicks. For alternating clicks wave I was absent in 56% of
the cases at 65 dB NHL and 38% at the two higher intensities. Wave I was
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Annual Progress Report (cont.) - Work Unit #2529

absent least often (16%) for rarefaction clicks at 85 dB NHL. High fre-
quency hearing loss at 6000 Hz tended to correlate best with wave V latency
delay such that a delay of 0.1 msec was shown to occur with every 10 dB of
hearing loss. Analysis of the individual scatter of data, however, showed
the error that would occur if such a correction factor was used. Not only
did statistical analysis reveal that only 17% of the variance was accounted
for solely on the basis of hearing loss, but scatter plots of the data
showed that over or underestimates of latency delay will occur if one uses a
correction factor.

What proved valuable, however, was to use a single index of seven
milliseconds for wave V latency and 4.6 msec for the I-V inter-peak latency
to demarcate between cochlear and VIIIth nerve tumor ears.

PUBLICATIONS OR ABSTRACTS, FY-82: Manuscript in preparation for submission
to a scientific journal.

NOTE: The Principal Investigator on this protocol has resigned his position

effective 1 October 1982.
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STUDY OBJECTIVE: The purpose of this research is to test the assumptions
which underlie the comparative hearing aid evaluation (CHAE). Among the
questions to be answered are: a) Do clinically and statistically signifi-
cant performance differences exist among hearing aids preselected to be
appropriate to the patient's hearing loss? b) Does the same instrument
tend to be best for all patients? c) Are available test materials suffi-
ciently reliable for use in hearing aid selection? d) Are the results of a
CHAE stable over time? e) Do the results of a CHAE predict patient perfor-
mance in the real world?

TECHNICAL APPROACH: Hearing-impaired subjects selected from the AuralRehabilitation Program of the Army Audiology and Speech Center are adminis-

tered a modified comparative hearing aid evaluation (CHAE) using three
behind-the-ear instruments. The binomial model (at .95 confidence) is used

to determine if significant differences exist among the aided monosyllabic

word recognition in noise scores. In those cases where the interaid differ-

ences exceeded chance performance, two additional steps were taken. First,

the patient was allowed to wear each of the three instruments for an

extended period of time during the week following the initial CHAE. At the

end of this trial use period, the patient indicated which aid was most
acceptable and which was least acceptable. Second, following the trial use
period, the CHAE was repeated.
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PROGRESS DURING FY-82: Data acquisition was completed on a total of 45
hearing impaired subjects. Data reduction and statistical analysis were
completed. A manuscript was prepared based on the findings of this investi-
gation and was submitted for publication in the Journal of Speech and
Hearing Disorders. Currently, it is under editorial review.

NUMBER OF SUBJECTS STUDIED:
FY-82: TOTAL (TO DATE): 45 BEFORE COMPLETION OF STUDY: 45

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): There were no serious/unexpected side effects in subjects
participating in this project.

CONCLUSIONS: When the hearing aids preselected for evaluation with a
patient are relatively homogeneous electroacoustically, significant interaid
performance differences on the hearing aid evaluation are not likely to
occur very often. In contrast, when the aids are very different electro-
acoustically, significant interaid differences may occur frequently. In
such cases, however, interactions between hearing aids and patient perfor-
mance will be relatively rare. Further, unless there are fairly large
electroacoustic differences among the instruments being evaluated, the
test-retest reliability of standard monosyllabic word lists may not be
adequate to detect typical interaid differences that occur in a comparative
hearing aid evaluation. This appears to be the case even when 100-item test
lists are used. The problem becomes greater, the shorter the test lists
employed. The data also suggest that the performance hierarchy on the
clinical evaluation can be expected to change for many patients as the new
hearing aid user adjusts to amplification. Finally, the instrument which
scores highest on the clinical evaluation is not necessarily the aid that
would be judge most beneficial by the patient based on trial use in daily
living unless relatively large interaid difference scores are obtained.

PUBLICATIONS OR ABSTRACTS, FY-82: A manuscript has been prepared and is
currently under editorial review by the Journal of Speech and Hearing
Disorders.
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STUDY OBJECTIVE: To determine the extent to which fluency improvement is
maintained by adult stutterers participating in the Precision Fluency
Shaping Program during a nine-month period following release from treatment.

TECHNICAL APPROACH: Forty-seven stutterers who are participating in the
Precision Fluency Shaping Program at Walter Reed will be the subjects for
this study. Tape-recorded telephone monologues will be obtained from each
subject on five occasions: 1) prior to the initiation of therapy (baseline),
2) immediately after completing the program (four weeks after baseline),
3) three months post-therapy, 4) six months post-therapy, and 5) nine months
post-therapy. After giving permission to record the monologue, the subject
will be instructed to speak for five minutes about his speech, or his
hobbies, or about any topic that interests him (the specific content of the
monologue is not important).

Two general measures of fluency, percent syllables stuttered (%SS) and

syllables per minute (SPM), will be obtained for each of the 150 monologues.
The improvement i-% each of these measurements relative to the baseline
session will be calculated for each subject for each post-therapy recording.
Appropriate statistics will be applied to these data to determine If the

fluency gains made by the program are retained when the subject finishes
treatment.
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PROGRESS DURING FY-82: During FY-82 progress has occurred in data acquisi-
tion and data reduction. Forty-seven patients have been recorded in the
pre-therapy condition. Forty-three subjects have been recorded in the
pre-therapy and immediate post-therapy condition. Of these, 28 have also
been recorded at 3 months post-therapy; 23 at 6 months post-therapy; and 20
at 9 months post-therapy. Fifteen subjects have been recorded in all five
conditions. Data reduction has begun in terms of transcribing each tape
recorded session, counts of disfluencies, and measurement of monologue
duration. To date, 50 taped sessions have been completed. This represents
approximately one-third of the data reduction needed to begin data analysis.

Follow-up recordings have not been obtained from some subjects due to
difficulty locating the subject and/or contacting the subject via telephone,
particularly when the subject is in a duty location outside CONUS.

The number of subjects has been increased from 41 to 47 for the above
reasons. Estimated completion date for data acquisition is November 1982.

NUMBER OF SUBJECTS STUDIED:
FY-82: 7 TOTAL (TO DATE): 47 BEFORE COMPLETION OF STUDY: 47

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Not applicable at the present time.

PUBLICATIONS OR ABSTRACTS, FY-82: Not applicable at the present time.
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STUDY OBJECTIVE: The purpose was to study the effect of monaural hearing
aid use on dichotic listening task longitudinally in patients with pre-
dominantly high frequency sensorineural hearing loss.

TECHNICAL APPROACH: Twenty subjects with symmetrical high-frequency
sensorineural hearing loss judged to be good hearing aid candidates were
divided into two groups. One group was fitted with an aid for the right ear
and the other for the left ear. Monotic and dichotic syllable discrimina-
tion tests were administered prior to the hearing aid use and then after one
and six months of use. These data then would permit us to determine if
monaural hearing aid use leads to an ear advantage (i.e., favoring one ear
over the other for processing speech information) as has been suggested by
Jacobsen (1979) on a flat hearing loss population.

PROGRESS DURING FY-82: All data have been collected and the analysis is in

progress. A paper based on the preliminary analysis of these data was
submitted and accepted for presentation at the Annual Convention of the
American Speech-Language-Hearing Association, November, 1982, in Toronto,
Canada*•
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NUMBER OF SUBJECTS STUDIED:
FY-82: 10 TOTAL (TO DATE): 20 BEFORE COMPLETION OF STUDY: 20

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None

CONCLUSIONS: The data analysis is not complete enough to permit conclusions
at this date.

PUBLICATIONS OR ABSTRACTS, FY-82: None
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